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the modern physiologic approach in 


Salter’s Pharmacology 


From the Preface of this new book: 


“This is a personal book, recording the expe- 
riences and reflecting the choices of one who 
has spent many hours at the bedside of clinical 
patients, as well as long nights in the labo- 
ratory. 


“The author has selected those things which 
he believes the medical student and the up- 
to-date practitioner should understand. This 
means that the examples which are cited in 
evidence of fundamental statements are select- 
ed from material which has a clinical bearing. 


“A very confusing thing about pharmacology 
is the overwhelming number of facts embraced 
within its fences. Even today, the science 
bristles with unrelated facts and data. Most 
of us need some undercurtent philosophy to 


Jordan & Shepard’s 
Rx for Medical Writing 


This new book, written by men who know 
whereof they speak, will save you many a 
headache in the preparation of articles for 
journals, books, or any type of medical liter- 
ature. Delightfully written, it offers sage 
advice on every step in the “production” of 
an article—from original outline through 


preparation of illustrations. 


By Epwin P. Jorpan, M.D., Executive Director, American 
Association of Medical Clinics; formerly Associate Editor, 
Journal of the American Medical Association; and WILLARD 
C. Sueparp, Art Editor, W. B. Saunders Company. 112 
pages, 6” x 9”, illustrated. $2.50. New. 





hold our understanding together. In this 
spirit the medical pharmacology presented 
here has been construed in terms of path: 


1 
physiology. It is assumed boldly that disease 
has a rational and mechanistic explanation i: 
most instances, and that by the same token 
the remedy of the disease deserves to ly 
expounded in mechanistic terms.” 


You can appreciate, Doctor, from the above 
excerpts, that this is a really clinical pharma- 
cology. It is designed to help you select drugs 
on the basis of their physiologic action, so that 
you may attain the aim of restitution to nor- 
mal function, Emphasis is wisely placed on 
the comparatively few agents which have real 
clinical usefulness. 

By Witiiam T. Satrer, M.D., Professor of Pharmacc! 


Yale University School of Medicine, 1240 pages, 
10”, illustrated. $15.00 Non 


if you’re going to publish an article... 


Mainland’s Elementary 
Medieal Statisties 


This is a different kind of book on the subject. 
Its chief aim is to develop straight thinking 
about statistics—it is not devoted solely to 
technics of presenting data in statistical form. 
Chapter headings include: Looking at [‘vi- 
dence ; Estimating the Error in Enumeration 
Data; Comparison of Samples; Statistical 
Ideas in Clinical Medicine; and Further 
Hints for Investigators. It will help great! 
in preparing your own material for pullli- 
cation. 

By Donatp Maintanp, M.B., Professor of Medical S 
tics, New York University College of Medicine. 327 | 


54%” x 8%”, illustrated. Leatherette binding. $5.00. 4 
ican Monograph Series. 
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A report to the Council on Pharmacy and Chemistry * 
in 1949 described actions of adrenolytic or sympatholytic 
and ganglionic blocking drugs then available. It warned 
that these drugs should be used with caution if at all in 
patients who have partial obstruction of coronary or 
cerebral arteries. Such obstruction often exists along with 
the systemic arterial changes of hypertension or periph- 
eral vascular disease. In patients of this type cerebral or 
myocardial ischemia has developed with reduction of 
blood pressure following administration of drugs, and 
occasionally death has occurred. 

Since that report several other drugs capable of 
blocking the efferent pathways of the sympathetic nerv- 
ous system have been developed. One, hexamethonium 
chloride (“‘methium”), is an orally effective ganglionic 
blocking agent. Another, ]-hydrazinophthalazine hydro- 
chloride (C-5968, “apresoline”), is a weakly adreno- 
lytic and sympatholytic agent having several complex 
actions. These two drugs have been released by the Fed- 
eral Food and Drug Administration and distributed re- 
cently to pharmacies for prescription. 

Hexamethonium chloride given orally can produce 
serious hypotension, and hydrazinophthalazine hydro- 
chloride, though a less effective hypotensive agent, causes 
moderate tachycardia and may produce mild edema of 
the periorbital region, hands, feet, and genitalia. Investi- 
gators have used these new drugs alone and in com- 
bination. One quoted below has observed death of several 
patients. Use of these two drugs alone and in combina- 
tion has been widely publicized. Accordingly this report, 
describing actions of each drug alone and in combination, 
is presented. 


HEXAMETHONIUM BROMIDE, CHLORIDE, 
AND BITARTRATE 


Hexamethonium bromide has been extensively tested 
following the demonstration by the British surgeon 
Mr. Kay * that the drug was effective when given orally. 


WITH REGARD TO USE OF HEXAMETHONIUM 
“APRESOLINE” 


K. S. Grimson, M.D., E. 8. Orgain, M.D., C. R. Rowe Jr., M.D. 


H. A. Sieber, M.D., Durham, N. C. 











It has been distributed and prescribed in the British Em- 
pire for two years under the trade name “vegolysen.” 
Mr. Kay’s studies, ours, and those of others indicate that 
hexamethonium bromide, chloride, and bitartrate are 
anticholinergic drugs capable of blocking equally sym- 
pathetic and parasympathetic ganglions of the autonomic 
nervous system. These drugs are effective when given 
parenterally or orally. Campbell, Graham, and Maxwell * 
recently summarized their experience in England with 
hexamethonium bromide and bitartrate used in 100 pa- 
tients during two years. They describe detailed results in 
35. In these studies, 250 mg. tablets of the bromide and 
350 mg. tablets of the bitartrate were used interchange- 
ably because of comparable methonium content. The 
daily dose was limited to a maximum of 12 to 16 tablets. 
Twenty-three of the 35 patients maintained good symp- 
tomatic improvement, with regression of signs of hyper- 
tension. 

During the last several months hexamethonium bro- 
mide solution (“bistrium” bromide) has been available 
for prescription in this country in 10 cc. vials, each cubic 
centimeter containing 25 mg. of the hexamethonium ion. 
The manufacturer recommends an initial dose of 5 mg. 
intravenously or subcutaneously and a maintenance dose 
of 20 to 100 mg. depending on the tolerance of the pa- 
tient. Most investigators feel that the initial dose should 
be smaller, 1.0 or 2.0 mg., particularly in patients with 
hypertension complicated by encephalopathy, cardiac or 
renal insufficiency, and those previously treated by sym- 
pathectomy. Also, most clinicians feel that subsequent 
individual doses should be increased gradually during 
careful observation over several days, seldom if ever ex- 
ceeding 50 mg. per dose, or 300 mg. a day. If severe hy- 
potension or obstipation and ileus occur, treatment with 
such parasympathomimetic agents as neostigmine ‘ or 
the urethane of beta-methylcholine, or with such long- 
acting sympathomimetic agents as phenylephrine (neo- 
synephrine®) hydrochloride, is recommended. In gen- 








(Jan. 15) 1949. 
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eral, hexamethonium bromide injections have been given 
during observation in a hospital. Only a few patients have 
been taught to take their injections at home and away 
from immediate medical supervision. Injection of the 
bromide salt in the doses employed does not lead to sig- 
nificant elevation of blood bromide; however, use of 
hexamethonium bromide orally in the larger doses neces- 
sary does lead to bromidism after a few weeks or months 
and is not recommended. 

Hexamethonium chloride and bitartrate are apparently 
as effective as the bromide salt. The hexamethonium 
chloride (“methium” ) oral tablets now available contain 
250 mg. The initial dose recommended by the manufac- 
turer for hospitalized patients is 125 or 250 mg. The 
suggested dose subsequently is one tablet at each of four 
intervals during the first day to a total of 1 gm. for that 
day. If tolerated, two tablets should be given at each of 
four intervals the second day, a total of 2 gm. If tolerated 
by the patient the dose recommended for the third day 
is three tablets at a time, or 3 gm. for the day. This 
schedule agrees with the experience of most investigators, 
particularly when the smaller initial dose is used in 
patients who are seriously ill, those who have had previ- 
ous sympathectomy, or those who have been maintained 
on a Salt-free diet. 

Our plan for initiation of therapy in hospitalized pa- 
tients is usually the same but includes a more gradual 
. daily increase for patients with advanced vascular dis- 

ease. In patients with less serious hypertension our sched- 
ule continues the daily increments until four or five tab- 
lets are taken at a time. We have arbitrarily selected 5 gm. 
a day as the maximum dose. Encouraging therapeutic ef- 
fects are thus achieved more frequently, but the incidence 
of serious side-effects increases as the dose exceeds 2 or 
3 gm. daily. With the larger amounts marked hypotension 
and prostration have developed in some patients neces- 
sitating omission of several doses and then reinstitution 
of therapy with smaller doses that the patient tolerates 
better. As previously described ' such marked reduction 
of blood pressure can be hazardous. Accordingly, our 
experimental trial with large doses is not now recom- 
mended. Most of those using hexamethonium bitartrate 
in England and many investigators who are using the 
chloride or bitartrate in this country limit the amount to 
2 or 3 gm. daily. Thus most therapy is directed toward 
relief of symptoms and, moderate reduction of blood 
pressure. 

It is evident that a marked difference exists between 
the usual dose of hexamethonium for injection, 1.0 to 
50 mg., and that for each oral administration, 125 to 
750 mg. Absorption of hexamethonium ion after inges- 
‘tion is evidently inefficient. Frequently a patient takes 
the drug several days before noticing any effects. Also 
there is a marked variation of the tolerated dose from 
\patient to patient. This may be related to variable ab- 
‘sorption or, as judged by changes of blood pressure, to 
variable effectiveness against the hypertensive disease 





4. Reardon, M. J.; Marzoni, F, A., and Hendrix, J. P.: Effect of 
Neostigmine (Prostigmine) on Action of Tetraethylammonium (Etamon) 
in Dogs and Man, Federation Proc. 6: 364, 1947. 

5. Grimson, K. S., and others: Results of Treatment of Patients with 
Hypertension by Total Thoracic and Partial to Total Lumbar Sympathec- 
tomy, Splanchnicectomy, and Celiac Ganglionectomy, Ann. Surg. 1293 
850-871, 1949. 
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process. The same patient often has unexplained varia- 
tions from time to time. Of our 103 trial patients severa| 
had occasional occurrence of episodes of hypotension 
and associated prostration. One patient definitely cannot 
take the drug orally, regardless of the dose schedule, since 
he repeatedly swings from hypertension to hypotension, 

Adjustment of the doses of hexamethonium for indi- 
vidual hypertensive patients can be guided by occurrence 
of the parasympatholytic side-effects of the drug or by the 
effect on blood pressure. Parasympatholytic effects— 
dryness of the mouth, blurring of vision, constipation, or 
occasionally diarrhea or alternating constipation and 
diarrhea—indicate absorption of therapeutically effective 
amounts. Heartburn, nausea, or anorexia also may occur. 
Interruption of the sympathetic pathways by block of 
efferent pathways of the sympathetic nervous system in 
the ganglions will reduce blood pressure and cause 
postural hypotension. Normotensive persons do not tol- 
erate hexamethonium well because of postural hypoten- 
sion. Hypertensive patients tolerate it better. 

The sympathetic nervous pathways mediating neuro- 
genic vasoconstriction are but one of several mecha- 
nisms Causing hypertension. In some patients, renal, 
neurohumoral and other mechanisms, plus organic fix- 
ation of the peripheral resistance by arteriolar sclerosis 
are sufficient to sustain blood pressure even though func- 
tion of the sympathetic nervous system is blocked. This 
is evidenced by results of “total sympathectomy.” This 
operation is more extensive than the conventional 
splanchnicectomy. It includes removal of the paraverte- 
bral sympathetic chains, including the stellate and upper 
thoracic distribution to the upper body, cardiopulmonary 
and cerebral areas, and also the lower thoracic, upper 
lumbar, and splanchnic distribution to the lower body 
and abdominal viscera. It has been performed since 
1940.° Present results indicate that reduction of blood 
pressure to near normal occurred and continues in 32% 
of the patients, definite reduction but not to normal in 
44%, and no significant change in the supine position in 
24%. It is encouraging that the five year survival 
rate, 86%, relief from symptoms, and protection against 
occurrence of malignant complications of hypertension 
have been achieved by a surgical procedure that may 
now be duplicated at least partially by use of a drug. It 
is also encouraging that arrest of the upward trend of 
blood pressure and relief of symptoms were obtained 
even in those patients, 24%, with no effect on blood 
pressure while reclining. 

The variability of results of “total” sympathectomy 
suggests that adjustment of the dose of any drug that 
blocks the sympathetic nerves cannot be determined 
solely on the effect on blood pressure. Therapy directed 
toward regular reduction of blood pressure could cause 
overdosage, since certain hypertensive patients would 
not or could not safely have definite sustained reduction. 
Therefore, significant parasympatholytic side-effects and 
occurrence of postural hypotension seem the more reli- 
able guides toward adjustment of dose of hexamethonium 
for the individual patient. 

Ganglionic blocking agents interrupt sympathetic 
pathways incompletely, and a breakthrough can occur 
with strong stimuli, as shown by one of us (K. G.) and 
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co-workers ° and Freyburger, Gruhzit, and Moe.’ Effec- 
tive does of adrenolytic or sympatholytic drugs afford 
better protection. Effective doses of the presently avail- 
able adrenolytic drugs cannot be employed clinically 
because of their associated reflex tachycardia.* Accord- 
ingly, hexamethonium seems to be the best present medi- 
cal approach toward blockade of the sympathetic nerv- 
ous system. It should play an important role along with 
other standard medical and surgical methods of therapy. 

Serious side-effects have been observed in our group 
of 103 patients treated with hexamethonium chloride or 
bitartrate during the last 18 months. Most frequem has 
been the occurrence of episodes of prostrating hypoten- 
sion, obstipation, and ileus, lasting one to five days in two 
patients, hypotension and diarrhea lasting three days in 
one, and several episodes of hypotension lasting a day at a 
time in one patient who had constipation but no ileus. 
These disturbances of bowel habit and hypotensive epi- 
sodes occurred while the patients were on prescribed 
treatment at home several weeks or months after the 
initial regulation in the hospital and while they were 
taking 3 to 5 gm. of the chloride or bitartrate daily. It is 
possible that the hypotension of the four with constipa- 
tion resulted from accumulation or retention of the drug 
in the intestine and continuing absorption. Treatment 
consisted of withholding the drug, institution of gastric 
suction, and use of cathartics. Each patient subsequently 
resumed therapy. Every patient is cautioned that he must 
accomplish elimination at least every other day, using 
laxative diet and cathartics if necessary. Similar episodes 
of hypotension occurred in several hospitalized patients 
during institution of therapy. 

Of the 103 trial patients, 63 were treated by one of us 
(K. G.), and for the most part they would meet conven- 
tional indications for sympathectomy. There were no 
fatalities. The remaining 40 were treated by one of us 
(E. O.), and for the most part they were older patients 
with advanced arteriosclerosis and cardiac, cerebral, or 
renaldamage. There were three deaths. Two resulted from 
cerebral vascular accident eight and nine months after 
institution of therapy and while the patients were taking 
1.75 and 2.5 gm. of the chloride daily. The third patient 
had uremia and was taking 0.5 gm. of the chloride daily. 
He died at home two weeks after exhausting his supply 
of the drug and discontinuing therapy. Also among this 
group of 40 patients are 3 with coronary heart disease 
and angina who, while taking 1.5 to 2.5 gm. daily, ex- 
perienced symptoms of myocardial ischemia at the time 
of occurrence of hypotension and increase of side-effects 
of the drug. Angina occurred on three occasions for one, 
cn two occassions for one, and once for the third. Two 
of these three patients are now taking 1.0 gm. and 0.75 
gm. daily, and treatment was discontinued in the third, 
since he is confined to bed at home in heart failure. 
Another patient in this group experiences recurrence of 
hemiparesis and hemianesthesia for periods of an hour 
Or more at times of hypotension and increased side- 
effects. These symptoms resemble those of his previous 
left hemiparesis. Of the entire group, 103 patients, 6 have 
discontinued therapy because of relatively minor side- 
effects, and of these 4 definitely presented problems of 
emotional instability or marked anxiety. 
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Most patients experience symptoms of postural hypo- 
tension at one time or another, and several have fainted 
while standing still, as, for example, while at church or 
waiting in a line. Syncope could be serious if these 
episodes occurred in circumstances that would preclude 
the supine position. There is a rumor, probably based on 
fact, that a patient taking hexamethonium closed himself 
in a telephone booth while making a call and when found 
had lost all cerebral function as a result of cerebral ische- 
mia. Certainly each patient should be cautioned against 
the possibility of syncope while standing. A less serious 
side-effect is the not infrequent occurrence of impotency 
during the drug effect in males. Each occasionally dis- 
continued the noon and evening doses and described 
return of libido, following which therapy was resumed. 

As a result of these studies it is our present opinion 
that it is possible to use hexamethonium chloride or 
bitartrate in hypertensive patients who are not too criti- 
cally ill. The risk does not seen prohibitive, provided 
therapy is started in the hospital after careful evaluation 
and the patient is carefully instructed. He should be given 
latitude to vary his dose, omitting one or two or reducing 
the amount whenever parasympatholytic side-effects or 
weakness with hypotension becomes pronounced. Al- 
though our patients are often encouraged to take 4 or 
5 gm. daily, they are not held to a rigid schedule. Ap- 
parently most patients with serious organic arterial dis- 
ease are able to sustain their blood pressure in spite of 
use of hexamethonium as described. In these as in the 
patients who have undergone sympathectomy and whose 
blood pressure is not markedly reduced, interruption of 
sympathetic efferent pathways mediating neurogenic 
pressor influences usually relieves symptoms and may 
favorably influence the course of the hypertensive disease 
process, even though blood pressure is not significantly 
reduced. Of our 103 patients, many described relief of 
symptoms, several maintain definite reduction of blood 
pressure, and a few have near normal blood pressure. 
Most have reduction of blood pressure while standing. 


HYDRAZINOPHTHALAZINE HYDROCHLORIDE ALONE AND 
WITH HEXAMETHONIUM 

In 1948°  |-hydrazinophthalazine hydrochloride 
(C-5968, “apresoline”) was first tested in patients. It is 
efficiently absorbed following ingestion. The oral and 
parenteral doses tested varied from 0.2 to 0.5 mg. per 
kilogram of body weight. Effective doses in dogs reduced 
blood pressure and diminished or prevented rise of blood 
pressure with strong pressor reflexes or injection of epi- 
nephrine. Two cross circulation studies in the isolated 
head failed to demonstrate a central site of action. Previ- 
ous studies by Gross, Druey, and Meier,” Craver and 
Yonkman,'® and others were interpreted as demonstrat- 





6. Grimson, K. S.; Chittum, J. R., and Longino, F. H.: Comparison 
of Effects of New Ganglionic Blocking Agent and New Sympatholytic, 
Federation Proc. 8:61, 1949. 

7. Freyburger, W. A.; Gruhzit, C. C., and Moe, G. K.: Pressor 
Pathways Not Blocked by Tetraethylammonium, Am. J. Physiol. 163: 
290, 1950. 

8. Grimson, K. S.: Consideration of Action and Uses of a Few of 
the Drugs Which Suppress or Interrupt Sympathetic Nerve Transmission, 
Angiology, to be published. 

9. Gross, F.; Druey, J., and Meier, R.: New Group of Depressor 
Substances with Special Type of Effect, Experentia 6: 19, 1950. 

10. Craver, B. N., and Yonkman, F. F.: Some Pharmacological Proper- 
ties of L-Hydrazinophthalazine, Hypotensive Agent, Federation Proc. 
9: 265-266, 1950. 
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ing a central site of action as well as a peripheral epine- 
phrine antagonism. Their experiments were based on 
spinal cord section and isolated organ perfusion tech- 
niques in dogs and cats. 

Our studies in man ° revealed that 1.0 to 2.0 mg. per 
kilogram given orally or intravenously usually blocked 
pressor reflexes, warmed extremities, and occasionally 
reduced blood pressure. Clinical trial in six hypertensive 
patients using doses varying from 25 to 100 mg. every 
four hours effected moderate temporary reduction of 
pressure. However, trial of therapy was discontinued 
within 33 days in each patient because of occurrence of 
severe headache or nausea and vomiting and because of 
relative ineffectiveness. Studies also revealed that there 
was some increase of blood flow through the kidneys. 
Gross and co-workers '' also found definite though 
variable increase of renal blood flow. 

Freis, MacKay, and Oliver? compared effects of 
“sympatholytic” drugs in man and concluded that hydra- 
zinophthalazine hydrochloride differed from any of the 
other agents in that, in the doses employed, 18 to 30 mg., 
hypertension induced by arterenol (nor-epinephrine) 
was moderated and not blocked but that the bradycardia 
induced by arterenol was inhibited. He concludes that 
the drug interrupts this bradycardia reflex at an unknown 
point. Freis and co-workers '* describe use of hydra- 
zinophthalazine hydrochloride in continuing clinical trial. 
Freis states that the drug could not be given oftener than 
every 12 hours without the appearance of side-effects, 
particularly headache, or the development of tolerance. 
Therefore, for therapy he uses hexamethonium sub- 
cutaneously at 8 to 12 hour intervals, gradually increas- 
ing the dose to a total of 50 mg. of the ion. In some pa- 
tients whose hypotensive effect from hexamethonium did 
not persist beyond six hours, hydrazinophthalazine 
hydrochloride was given orally midway between injec- 
tions, the oral doses gradually being increased from 25 
mg. to between 50 and 150 mg. Advantages of hexa- 
methonium are described, and Freis prefers to employ 
this drug alone or in combination with the low sodium 
diet and/or hydrazinophthalazine hydrochloride. 

Schroeder '* administered hydrazinophthalazine hy- 
drochloride to renal hypertensive dogs, giving 10 mg. 
every day or every other day, and he reports partial or 
complete control of hypertension. He states that the site 
of action of the drug is not known. Fifty patients were 
treated for 1 to 40 weeks. Significant lowering of diastolic 
blood pressure of 20 mm. Hg or more resulted in 35, 
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but in only a few with the mildest hypertension were 
normotensive levels achieved. Schroeder ** states that 
hydrazinophthalazine inhibits the pressor action of phe- 
rentasin,’® hypertensin (angiotonin), and other endog- 
enous hypertensive factors. At the time of his report 60 
patients had been treated with oral doses of hydrazin- 
ophthalazine up to 900 mg. per day and of hexametho- 
nium up to 6 gm. per day. He states, “the elevated blood 
pressure in benign hypertension was controlled at normo- 
tensive or near normotensive levels in almost every case. 
The malignant stage reversed itself in 18 of 20 cases.” 

Since serious misadventures have occurred with hydra- 
zinophthalazine and hexamethonium used in this manner, 
Dr. Schroeder kindly furnished a current summary of his 
experience, a major part of which is quoted: 


Experiences with 120 cases of hypertension given hexameth- 
onium chloride and 1-hydrazinophthalazine (Apresoline) orally 
has indicated that blood pressure can be significantly lowered. 

. Fifty-five cases have been followed for four to eight 
months. . . . Only one case of tolerance has been encountered. 
. . . As with other new and potent therapeutic tools, the scope 
and limits of the method have been incompletely defined; how- 
ever, chronic renal insufficiency appears to be irreversible and 
its course unchanged. 

Such profound alterations of long-standing cardiovascular and 
renal abnormalities are potentially hazardous. Already certain 
dangers have become apparent, particularly in malignant hyper- 
tension. In 35 cases of malignant hypertension, too rapid re- 
duction in blood pressure has resulted in uremia (2 cases), 
cerebral vascular accidents (2 cases) and multiple myocardial 
infarcts (1 case). In malignant hypertension with nitrogen re- 
tention, the “low-salt syndrome” has occurred twice when salt 
was unrestricted. Six deaths have occurred while patients were 
on treatment, one of acute interstitial pneumonia, two of what 


‘ may have been hexamethonium poisoning, two of unknown 


causes, and one in a patient who developed tolerance to the 
drugs; all but one were in severe malignant stages with nitrogen 
retention. Less severe reactions included the recurrence of 
angina pectoris (2 cases) and high fever (1 case) induced by 
Apresoline, serous otitis media (6 cases), urinary retention in 
the bladder (3 cases), and the expected symptoms of autonomic 
blockade (all cases to some degree). Severe prolonged hypo- 
tension has resulted from small doses of either drug in patients 
suffering from malignant hypertension, uremia, apoplexy, and 
cardiac insufficiency. One case of sudden death reported to us 
occurred when both drugs were given together as an initial dose. 

Of equal danger is the withdrawal of anti-hypertensive agents 
from patients in malignant stages. Of six discontinuing med- 
ication voluntarily or upon advice of a physician, all have 
died within four days to four weeks later, two of pulmonary 
edema, two of uremia and one each of apoplexy and en- 
cephalopathy. Withdrawal from patients in “benign” stages 
resulted in return of previous signs and symptoms. No serious 
reactions have occurred in such individuals. 

These two drugs used together are powerful anti-hypertensive 
agents. Increased sensitivity to each has been observed in malig- 
nant hypertension, cerebral vascular accidents, pulmonary 
edema and congestion and renal insufficiency. 

The possibilities of coronary thrombosis, thrombosis of 
cerebral arteries, reduction in renal blood flow leading to uremia, 
sudden death, and other accidents dependent upon hypotension 
are real. Relatively non-toxic in themselves, these two drugs used 
together cause profound changes in blood pressure which can 
be hazardous if not carefully employed, especially when given 
initially. 

During induction of control of blood pressure, hospitalization 
of the patient is essential... . 

During control of blood pressure, after leaving hospital, the 
patient or a member of his family must measure blood pressure 
before each dose and omit hexamethonium accordingly, in 
order to avoid hypotensive episodes. Strict attention to bowels 
is essential... . 
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Dr. Schroeder also describes precautions with regard 
to small initial doses and gradual increase that are in 
accord with those of other investigators, which are sum- 
marized at the end of this report. 

Taylor, Page, and Corcoran became interested in 
hydrazinophthalazine hydrochloride because of their 
hypothesis that a substance causing hypertension is liber- 
ated from the brain or brain stem. They report ** that in 
isolated head, cross circulation experiments, stimulation 
of the central end of one or both vagi of the isolated head 
produced increase of blood pressure of the dog whose 
blood was used to perfuse the head when this dog was 
sensitized by bilateral nephrectomy and administration 
of tetraethylammonium chloride. Similar stimulation of 
the vagi in dogs with their spinal cords destroyed distal 
to the sixth cervical segment, and with nephrectomy and 
tetraethylammonium chloride, also produced increase of 
blood pressure. From pharmacological observations in 
these animals they conclude that a vasopressor substance 
is liberated into the blood. They state that the substance 
resembles serotonin. They have thus added another vaso- 
pressor substance to the many postulated by other in- 
vestigators as playing roles in hypertension. Dr. Page 
reports that the activity of this new substance is inhibited 
and ultimately abolished by hydrazinophthalazine. 

Page** used hydrazinophthalazine hydrochloride in 70 
patients employing doses varying from 100 mg. to 1.4 
gm. a day. He reports that 5 were unable to tolerate the 
drug, 33 had a fall of 20 mm. Hg diastolic pressure or 
more, 14 an equivocal fall, and 17 none. Headache oc- 
curred initially in 42% of the patients but disappeared 
spontaneously in 70%. Nausea appeared in 18% and 
vomiting in 12%. He states that for therapeutic purposes 
his group favors mixed treatment of hypertension: low- 
salt diet with hexamethonium, hydrazinophthalazine plus 
hexamethonium, etc. He suggests that in practice it would 
seem wise to start with one measure at a time, adding 
others as needed; however, he emphasizes the necessity 
of most careful evaluation of the individual drugs before 
combinations are created. He uses hydrazinophthalazine 
in hospitalized patients with malignant hypertension and 
has not reported death due to the drug. 

Dr. Page also furnished a current summary of his ex- 
perience, a major part of which is quoted below: 

From a study of the past year of patients treated with hexa- 
methonium and/or Apresoline, we have formed clear impres- 
sions about some aspects of their action. Both drugs seem to 
have a definite place in current treatment of severe hypertensives. 
We know of no way to determine whether a response to the 
drugs will occur. Blood pressure in most patients is reduced if 
hexamethonium is given intramuscularly while probably not 
more than one half with Apresoline by mouth. . . . 

Both drugs are difficult to administer because of the many 
signs and symptoms elicited. Probably in most patients treatment 
should be begun in a hospital. We have had no fatalities among 
our patients, but believe they might have occurred had they been 
less carefully handled. Apresoline causes edema, headache, 
nausea, vomiting and occasionally mild anemia. Hexamethonium 
often causes severe orthostatic hypotension, urinary retention, 
severe constipation and even ileus, signs which are potentially 
dangerous. 

We believe these drugs are still very much in the experimental 
stage, Apresoline more so than hexamethonium. They should be 
used only under careful guidance of the physician. Their use 
may be compared with the care necessary for insulin or corti- 
sone. We do not believe that deaths need occur if the actions of 
particularly hexamethonium are appreciated and the patients are 
carefully educated when the drugs are begun. 
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It is of importance that physicians recognize that these are 
no wonder drugs. If exorbitant claims are believed, they are 
doomed to disappointment and premature discarding of the 
drugs. We believe that the world can and should await the out- 
come of some of the more carefully studied groups of patients 
and that physicians need not trade blow by blow publications 
until at least months, if not years, of observation can be made. 


The extensive pharmacological studies concerning 
hydrazinophthalazine hydrochloride cannot be reviewed. 
They are summarized by stating that large doses are 
adrenolytic and sympatholytic, that smaller doses have 
these actions weakly, and that several investigators be- 
lieve that the drug has a preponderant central action. All 
agree that the blood flow through the kidney is increased 
even though systemic arterial blood pressure may be re- 
duced. Although pharmacological studies of the actions 
of hexamethonium alone and hydrazinophthalazine alone 
have been thorough, there is a paucity of studies relating 
to joint action of the drugs. 

Our experiences with combined therapy in eight pa- - 
tients using hexamethonium chloride or bitartrate in 
amounts up to 5 gm. per day and with the addition of 
hydrazinophthalazine in amounts varying from 50 mg. 
every other day in one patient to 50 mg. every two hours 
in another patient indicate that usually the hydrazin- 
ophthalazine has not significantly lowered the blood pres- 
sure beyond that level already accomplished by the hexa- 
methonium. However, these 8 patients were selected from 
the larger group, 103, because of failure of reduction of 
blood pressure with hexamethonium therapy. Also, ad- 
ministration of hydrazinophthalazine was started only 
after three weeks to six months of therapy with hexa- 
methonium. We have not infrequently observed that pa- 

ients receiving hexamethonium may have more reduction 
of blood pressure after a few weeks or months than oc- 
curred during their stay in the hospital. The one patient 
who takes one 50 mg. tablet of hydrazinophthalazine 
every other day in addition to her constant daily 5 gm. of 
hexamethonium chloride does have definite additional 
reduction of pressure. Certainly unpredictable results, 
including marked hypotension and prostration, could 
occur occasionally with the combined therapy. Our series 
is not large enough and our treatment using hydra- 
zinophthalazine has not been aggressive enough to war- 
rant definite evaluation at this time. The combined ther- 
apy is considered in an investigational stage and is 
undertaken only with extreme caution. Most investi- 
gators would agree that of the two drugs available for 
oral use the hexamethonium chloride is the most potent 
hypotensive agent and associated with the greatest risk. 

From the results of clinical trial quoted above and 
from reports and conferences with other investigators not 
quoted though doing excellent work in this field, it seems 
evident that several statements would express current 
thinking. These statements are given in the hope that the 
information may reduce the number of misadventures 
that might occur as hexamethonium, in oral tablets, and 
hydrazinophthalazine hydrochloride, in oral tablets and 
vials, have recently been made available for general pre- 
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scription. The injectable form of hexamethonium bromide 
already available for prescription has the safeguard that 
the drug is usually used in the hospital under direct med- 
ical supervision. Nevertheless, injections should be em- 
ployed with the same precautions applicable to the medi- 
cation for oral use. Hexamethonium given orally may 
well prove a valuable drug for many patients with hyper- 
tension. It should, however, not be considered a panacea 
and does not replace ail other medical and surgical 
methods of therapy. Hydrazinophthalazine, although a 
less potent antihypertensive drug, may prove useful for 
certain problems. Its complex actions might aid the 
treatment of disorders such as toxemias of pregnancy or 
early malignant hypertension in which altered renal 


blood flow and participation of hypertension (angio- 


tonin) or other humoral pressor substances are frequently 
implicated. The statements or cautions with regard 
to use of hexamethonium chloride and bitartrate or 
hydrazinophthalazine follow: 


1. Therapy should be instituted slowly during careful 
observation in a hospital, particularly when hexametho- 
nium is used. 

2. Minimum prerequisite examinations should include 
careful retinoscopic study to exclude papilledema with 
associated encephalopathy and hazard of respiratory 
arrest from sudden reduction of blood pressure; careful 
cardiac evaluation, including an electrocardiogram, since 
coronary disease makes marked hypotension or tachy- 
cardia hazardous; careful renal evaluation, including at 
least a determination of nonprotein nitrogen in the blood 
and a phenolsulfonphthalein excretory function test, since 
reduction of pressure can precipitate uremia; careful 
complete physical examination; and careful history ascer- 
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taining previous evidence of arterial insufficiency, i. e., 
angina or symptoms of cardiac decompensation, severe 
headaches of encephalopathy, paroxysmal nocturnal 
dyspnea, and unilateral numbness or weakness or actual 
hemiplegia. 

3. In patients with encephalopathy or damaged myo- 
cardium either drug if used at all should be given cau- 
tiously and in small amounts. In patients with markedly 
diminished renal function excretion of hexamethonium 
may be impaired, accumulation and intoxication may 
result, and hypotension if it develops may accelerate 
uremia. 

4. Patients previously treated by sympathectomy 
usually tolerate smailer doses and should receive very 
small initial doses. 

5. Patients should be carefully instructed concerning 
side-effects and associated hazards. Also they should be 
instructed to reduce or vary the dose according to their 
symptoms. 

6. Other regimens and medications have been em- 
ployed with either of the drugs, but little is known as yet 
concerning synergism and hazards. Salt depletion diet 
with hexamethonium has resulted in low-salt syndrome. 
Sedatives (barbiturates) used with hydrazinophthalazine 
hydrochloride have resulted in excessive drowsiness. 
With either drug tolerance for alcohol may be decreased. 

7. Combined use of hexamethonium and hydrazin- 
ophthalazine is a procedure presently under trial, with 
hexamethonium usually being used first and with hydra- 
zinophthalazine being added after a week or more. Com- 
bined therapy is considered by all investigators an experi- 
mental procedure associated with definite hazards. 


Duke University (Dr. Grimson). 





EXPANDING INTRACRANIAL LESIONS IN CHILDHOOD 


Harold D. Palmer, M.D. 


Edward S. Murphy, M.D., Denver 


Information concerning expanding lesions caused by 
localized tumefaction within the growing skull is ac- 
cumulating in medical literature at an accelerating pace. 
Progress in diagnosis and treatment has so advanced in 
recent years that all practitioners must be alert to the 
reality that expanding lesions of the neoplastic group are 
by no means rare and that, although certain of these 
lesions may masquerade in childhood as meningo- 
encephalitis, many reveal themselves in readily inter- 
pretable syndromes and some are favorably influenced 
by surgery or irradiation, or both. 

This report is drawn from 104 cases studied at the 
Denver Children’s Hospital. Only those cases in which 
the final clinical diagnosis was “brain tumor” are con- 
sidered. A careful analysis of hospital records and sur- 
gical or autopsy material has been made. Some of the 
histologic diagnoses listed in the older records have been 
reclassified after a study of the sections in keeping with 





From the Department of Pathology, Children’s Hospital. 





the more clearly defined entities now recognized. Spe- 
cial attention has been given to the symptomatology, to 
the physical signs, and to correlation of the pathology 
with the clinical course and prognosis. Similar studies in 
the past have served to strengthen tenets already held, 
have revealed erroneous conclusions, and in occasional 
instances have unearthed new diagnostic aids. The pur- 
pose of this investigation has been to inquire into our 
own experience with the hope of adding to this growing 
fund of knowledge by analyzing our successful diagnostic 
efforts as well as searching for the factors which led, 
either by acts of commission or omission, to erroneous 
diagnoses. The results of the analysis should prove of 
interest to clinicians and pathologists alike. 

A classification of expanding intracranial lesions in 
childhood must be somewhat overlapping if it is to be 
all-inclusive. The following outline includes the cate- 
gories that must be considered when the clinician and 
pathologist entertain.a diagnosis of “expanding intra- 
cranial lesion” in a child: 
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. Tumors of the glioma group. 

. Neuroectodermal tumors. 

Tumors arising from the meninges. 

Blood vessel tumors, including congenital anomalies. 
. Tumors occurring in the region of the sella turcica. 
Tumors arising from the remnants of the notochord. 
. Infectious granulomas. 

. Tumors arising from the calvarium. 

. Tumors arising from the roots of the cranial nerves. 
10. Metastatic tumors. 

11. Miscellaneous expanding intracranial lesions (including 
brain abscesses). 

Tumors of the glioma group arise from glial cells and 
their evolutional antecedents. There are two potential 
lines of development that a primitive cell of the neuro- 
epithelial tube may take. This primitive cell, the “medul- 
loblast,” may thus develop in the direction of a glial cell 
or in the direction of a neuron or ganglion cell. The glia 
cells, or neuroglia, are represented in the adult brain and 
spinal cord by five cells: the oligodendrocyte, the astro- 
cyte, the ependymal or “lining cell,” the pituicyte, and 
the cell of the pineal parenchyma. The neurons of the 
adult brain are ganglion cells, which vary in structure 
with their location, such as the “Betz” cells of the 
cerebral cortex and the “Purkinje” cells of the cerebel- 
lum. In their development from the primitive medullary 
epithelium these adult cell forms pass through several 
stages of evolutional growth; this is well portrayed in 
the schematic concept as modified from that of Percival 
Bailey (see accompanying figure). 

The function of astrocytes and oligodendrocytes is 
supportive, and they envelop the blood vessels and 
ganglion cells with their processes, isolating the nerve 
elements (the ganglion cells) from the mesodermal con- 
nective tissue structures. 

A third cellular element in the adult brain and spinal 
cord arises from mesoderm. The cells of this type are 
known as the microglia of Hortega, and they are, as 
Hassin points out,’ the histiocytes of the central nervous 
system. 

The term “glioma” is applicable to tumors that arise 
from glial cells or from their evolutional precursors. Al- 
though medulloblasts are bipotential, a medulloblastoma 
is by custom considered a glioma. Other gliomas of pres- 
ent day nomenclature are the astrocytoma, astroblas- 
toma, glioblastoma multiforme, spongioblastoma polare, 
ependymoma and ependymoblastoma, pinealoma, oligo- 
dendroglioma, papilloma choroideum, and neuroepithe- 
lioma. Almost without exception the gliomas have many 
types of neuroglia in their framework, but their domi- 
nant cell and architectural arrangement usually permits 
of a single classification. Some gliomas are histologically 
“benign,” but most are in all respects malignant. Be- 
cause of the problems of surgical approach, and because 
of the usual inexpansibility of the cranial vault, the 
“benignity” of a glioma is often of academic rather than 
of prognostic significance. 

The astrocytoma of the cerebellum has often been 
cited as the commonest single type of intracranial tumor 
in children. Among the writers pointing this out have 
been Bucy ? and Cushing.* Astrocytomas are of the so- 
called benign group, and the signs and symptoms that 
accompany them approximate those produced by the 
medulloblastoma and by an occasional sarcoma of the 

leptomeninges. In the usual course they develop more 
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slowly than these latter tumors, but this may be an im- 
perceptible difference.* Cerebellopontine angle invasion, 
with its lateralization, may more frequently result from 
astrocytomas, but many types of tumors may be respon- 
sible for this syndrome. Astrocytomas are characteristi- 
cally uninfluenced by irradiation, but when fortuitously 
situated early diagnosis and skilful surgery can result in 
complete recovery. 

Medulloblastomas also arise in the posterior fossa, 
classically in the midline of the cerebellum in children. 
They sometimes occur in adults and are then usually 
found in the body of the corpus callosum or in the 
adjacent corona radiata.® A recent report by Ingraham, 
Bailey, and Barker ‘ indicates that a significant number 
of medulloblastomas in children do not arise in the mid- 
line. Medulloblastomas are always malignant, and no 
tumor of this type has ever been successfully removed.? 
They are very susceptible to roentgen therapy, and re- 
cent advocates ° hold that adequate irradiation preceded 
by aspiration biopsy to confirm the diagnosis offers a 
longer symptom-free life expectancy than the combina- 
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Schematic drawing of the development of the cells of the central nervous 
system. 


tion of craniotomy followed by irradiation. The rationale 
favoring this conclusion is the established fact that a 
medulloblastoma can seed secondary sites within the 
subarachnoid space, especially along the cord, and that 
the unavoidable trauma of surgical intervention hastens 
this dissemination. The average length of life from the 
time of diagnosis for children with this tumor is now 16 
to 18 months.* The aspiration biopsy method has not 
been in use long enough to determine whether these 
figures should be revised. 
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Glioblastoma multiforme is as malignant as the me- 
dulloblastoma. It may arise in any area of the brain in 
children. Occasionally seen in the brain stem, spinal 
cord, and cerebellar peduncles, it has rarely been re- 
ported in the vermis of the cerebellum. It tends to 
undergo extensive degeneration. Cellular polymorphism 
is a characteristic, but the common cells recognized are 
spongioblasts and astrocytes. Mitotic figures are numer- 
ous, and the clinical course is short. 

Spongioblastoma polare is, as a rule, slow to grow, 
circumscribed but not encapsulated, and very rarely 
contains mitotic figures. The type cell is the unipolar or 
bipolar spongioblast, and the common site of origin is in 
the temporal lobe, the tuber cinereum, or other struc- 
tures at the base of the brain. 


Ependymomas are slowly growing neoplasms derived 


from the ependymal cells lining the cerebral ventricles 
and central canal of the spinal cord. Ependymoblas- 
tomas are similar, but less differentiated, tumors. Both 
usually arise from the floor of the fourth ventricle, and, 
since they so often involve vital cranial nerve tracts, 
their complete surgical removal is seldom accomplished. 
Moreover, they are not influenced by irradiation. At 
least 13 cases have been reported,’ to which we now add 
another, in which an intracranial ependymoma has pro- 
duced implants in the spinal subarachnoid space. In our 
series a 3-year-old girl (case 44) had surgical removal of 
an ependymoblastoma involving the left occipital lobe. 
During the next seven years her treatment consisted of 
one subsequent surgical removal (at age 6) and of sev- 
eral courses of roentgen therapy. She was symptom-free 
for long periods between therapeutic procedures. About 
six and one-half years after onset of her first symptoms, 
signs and symptoms of an intracranial recurrence again 
developed, with the additional manifestations of a spinal 
cord tumor. At autopsy, seven years after the diagnosis 
was first made, the tumor in the left occipital lobe was 
found to have undergone differentiation to an ependy- 
moma and also was found to have direct prolongations to 
both cerebellar hemispheres. In addition, several large, 
fusiform ependymomas were found in the subarachnoid 
space of the thoracic spinal cord. 

Pinealomas, primary gliomas of the pineal gland, are 
among the rarest intracranial tumors and, because of 
their location, have seldom been successfully removed. 
Occasionally these tumors also seed implants in the ven- 
tricular system, particularly in the infundibulum of the 
third ventricle, or spread widely in the meninges.* 

The oligodendrogliomas, with few exceptions, are 
tumors of the cerebral hemispheres of adults. At least 
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one, however, has been reported occurring in the pons 
of an infant, and two have been reported arising in the 
cerebellum, one of these in a 13-year-old girl.*° Histo- 
logically these tumors are benign and have a marked 
tendency to accumulate calcareous deposits. Degenera- 
tion is the exception and is never extensive. 

The papilloma choroideum, possessed of a narrow 
stalk, is often inaccessible to the surgeon, and its suc- 
cessful removal has rarely been recorded. Finger-like 
extensions of the tumor may extend into the brain sub- 
stance, and rarely fragments of the tumor may be im- 
planted in distant parts of the ventricular system.® 

Neuroepitheliomas are usually found in the retina 
and are characterized by numerous rosettes of neoplastic 
cells. The cell type resembles a primitive spongioblast. 
They seldom occur in the brain proper. 

The second group in our classification is the “neuro- 
ectodermal tumors.” These tumors apparently spring 
from bipotential cells of the medullary canal and thus 
are made up of cellular components having in some in- 
stances neuronal, and in others, glial characteristics." 
They may arise anywhere within the brain and are classi- 
fied as malignant tumors. 

Next in our outline are the tumors that spring from 
meningeal cells. Three types will be noted here. The first 
of these is the meningioma, usually histologically be- 
nign, and rarely met with before the 20th year. Second 
is the diffuse sarcoma of the leptomeninges, and third, 
the “angioblastic meningioma.” Since the prevailing 
opinion among histologists today is that the pia and 
arachnoid are of mesodermal origin, malignant tumors 
arising from these layers are classified as sarcomas. 
Three types of cells can be identified in the mature 
leptomeninx, i. e., the fibrous connective tissue cells, the 
cap cells,’* and the cells making up the blood vessels 
and their sheaths. The tumors of the leptomeninx, there- 
fore, have three potential parent cell types, although 
many authors hold that the sarcomas are all of fibro- 
blastic origin. So-called angioblastic meningiomas arise 
from the cells which give rise to blood vessels and their 
sheaths in the leptomeninges. These are cellular, encap- 
sulated tumors traversed by masses of reticulin and cap- 
illaries and containing large vascular cavities, most of 
which are empty. The tumor is rapidly growing, but does 
not metastasize. It is a distinctly different lesion from 
those represented in our fourth category. 

The tumors in this fourth group are those made up 
of blood vessels and include both neoplastic lesions and 
congenital vascular anomalies in the brain proper. Cav- 
ernous hemangiomas in the brain may involve capil- 
laries, veins, or arteries, all fully differentiated. They 
appear as huge dilatations of vessels but may in reality 
be inborn anomalies or malformations of blood vessels. 
The Weber-Sturge syndrome, a “port-wine” hemangi- 
oma of the face in combination with a hemangioma of 
the brain, is included in this category. Another lesion in 
this group is the hemangioblastoma, which, although 
benign, is not an anomaly but a true neoplasm consisting 
of proliferated blood vessel cells or angioblasts. It occurs 
principally in the cerebellum but may also be found in 
the retina, where it is known as “Hippel’s disease.” It 


may also be seen as a combination of multiple cerebral 
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angiomas and angiomatous lesions in the kidneys, pan- 
creas and adrenals, a pathologic entity known as “Lin- 
dau’s disease.” 

A fifth major category is composed of tumors that 
arise in the region of the sella turcica. Such lesions some- 
times result in diabetes insipidus, or symptoms and signs 
related to pressure on the optic chiasm. Generally one 
thinks first of the craniopharyngiomas or the pituitary 
adenomas when such findings are described. However, 
other tumors so located may simulate these two more 
common lesions. Examples of these are suprasellar 
meningioma, suprasellar chordoma,'* teratomas, aneu- 
rysms, tumors of the third ventricle, and rarely metas- 
tatic tumors growing in the pituitary gland or optic 
chiasm. Tumors of the pars nervosa of the pituitary 
gland are known as “choristomas” and are exceedingly 
rare. They are of microscopic size and consist of foci of 
large oval cells which are probably glial cells. 

Craniopharyngiomas, known also as Rathke pouch 
cysts, arise from remnants of the craniopharyngeal duct. 
They have been reported as constituting about 13% of 
intracranial tumors in children.'* It is not usual to find 
that the child harboring a craniopharyngioma has the 
sharp bitemporal defects in his visual fields that charac- 
terize the pituitary adenomas. Because craniopharyngi- 
omas usually originate in the pars tuberalis and grow 
upward to occlude the third ventricle, they are apt to 
give rise to signs of increased intracranial pressure. They 
are composed of stratified squamous epithelium and 
microscopically are almost always benign. In 1927, how- 
ever, Peet*® reported a carcinomatous change in a 
craniopharyngioma of the adamantinomatous variety. 
Since craniopharyngiomas are so closely adherent to the 
under surface of the hypothalamus, complete removal 
without destruction of this vital brain center is rarely 
possible. The patient with a craniopharyngioma can 
often be temporarily relieved of troublesome symptoms, 
but he is rarely cured.” 

Pertinent to the differential diagnosis of tumors in the 
region of the sella turcica is the fact that, in Cushing’s 
series of 338 pituitary adenomas,’® there were only three 
patients under age 18. Ingraham and Scott,’* in noting 
this and their own experience, state that “with a history 
of failing vision, headaches and vomiting, and the finding 
of calcification in or above the sella turcica on roentgen 
examination, a diagnosis of craniopharyngioma can 
usually be made unequivocally in children.” A note of 
caution in such exclusive views, however, is introduced 
by our own series, in which there were two pituitary 
adenomas and nine craniopharyngiomas. 

The gigantism associated with an eosinophilic ade- 
noma of the pituitary gland and the Cushing syndrome 
of basophilic adenoma are familiar entities to students 
of medicine. The chromophobe cell is glandularly inert, 
and usually a chromophobe adenoma causes hypopitui- 
tarism only incident to pressure atrophy of the gland and 
usually after the tumor has already bulged through the 
overlying tentorium sella. Whereas the eosinophilic and 
chromophobe adenomas attain large size, the basophilic 
adenomas are almost always of small size and: are sel- 
dom found in the gross examination. In some of the 
larger adenomas calcium may be seen radiographically, 
and Courville ° states that this is most often seen in 
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those of the eosinophilic variety. However, calcification 
is far more often seen in craniopharyngiomas than in 
pituitary adenomas. In Cushing’s study,’® calcareous 
deposits were seen in 71% of craniopharyngiomas. 

The sixth division of our classification concerns 
tumors that arise from remnants of the notochord. These 
lesions have their origin in the embryonic vestiges that 
usually lie at the spheno-occipital synchondrosis, or in 
vertebral bodies or intervertebral cartilage’ In early 
embryonic life the cephalic end of the notochord ‘is in 
close approximation with the infundibular process. Dur- 
ing the sixth week the notochord seems to pull away 
from the infundibulum, or pars nervosa, and at this time 
remnants of the notochord may be found adjacent to 
Rathke’s pouch or in the mesenchyme dorsal to the 
pharynx. At the close of the second month of embryonal 
life the mesenchymal elements at the base of the skull 
have surrounded these notochordal rests back to the 
spinal column. Usually the regressing notochord is 
caught in the sphenoid bone and basilar process of the 
occipital bone, but it may happen that some of these 
remnants escape such inclusion and bend ventrally into 
the dorsal pharyngeal wall, or dorsally into the base of 
the skull.‘7 Chordomas may, on rare occasions, be 
found in a suprasellar position as previously noted, but 
they are far more often found as projections from the 
middle of the clivus of the sphenoid bone. Microscopi- 
cally they may be either benign or malignant. 

Seventh in our classification are the infectious granu- 
lomas. Infrequently seen in America today, tubercu- 
lomas were reported by Garland and Armitage ** in 
1933 as constituting 66% of all intracranial tumors seen 
in Leeds, Scotland. Among our own case records tuber- 
culomas producing symptoms of expansile lesions were 
found in only two patients. Other granulomatous lesions 
even more infrequently encountered in the United States 
today are the toruloma and actinomycoma. 

Tumors arising from the calvarium are another rare 
entity in children. In early life osteogenic sarcoma of the 
temporal bone® has been seen. Cholesteatomas are 
avascular, benign, slowly growing tumors of various 
sizes, sharply delimited and arising principally from the 
pia mater at the base of the brain, though certain writers 
contend that they are actually retention cysts of the 
arachnoid membrane. They sometimes give symptoms 
because of erosion of the inner table of the skull and so 
are included in this category. 

In all of the more comprehensive reports on intra- 
cranial tumors in infancy and childhood, tumors of 
cranial nerves have either been absent or numerically 
inconspicuous. However, gliomas of the optic nerve or 
chiasm are on record, as are neurofibromas and ganglio- 
neuromas of the trigeminal nerve and ganglion. The 
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neurofibroma of the eighth nerve, the so-called acoustic 
neuroma, is extremely rare in children. 

Tenth in the classification are the metastatic intra- 
cranial tumors, lesions that are definitely curious findings 
in the pediatric age group.*.When they ex:st, they seldom 
declare themselves before the primary tumor has been 
identified. 

Our 11th and final group includes a heterogeneous 
array of lesions, few of which are ever mistaken clini- 
cally for intracranial neoplasms. Included are the colloid 
cysts of the third and lateral ventricles, the origin of 
which is in considerable debate,’ congenital stenosis of 
the aqueduct of Sylvius, dermoid cysts of the brain 
(these are usually subpial but may be extradural or arise 
between the tables of the skull), brain abscesses, and 
subdural hematomas, particularly those with no history 
of trauma.'® Subdural hematomas, from the experience 
at this hospital, are relatively common lesions, but, be- 
cause they are rarely mistaken clinically for neoplasms, 
none of ours was deemed worthy of inclusion in this 
study. Brain abscesses are similarly not found in our 
statistical analysis because none of the few which were 


TABLE 1.—Symptoms of Onset of Intracranial Lesions 


No. of No. of 


First Symptom Cases First Symptom Cases 
WE vc. Gewecb ones abies 24 aE eee 2 
DED shitvetenderncccnes 20 Signs and symptoms of dia- 
Cerebellar ataxia and diffi- betes insipidus ............. 2 

Clty WIth BOlt.....6ccccses “Not feeling well”’....:......- 2 
WUGOL TISIY ..cccccccecces 9 NE Sai cinecc0gsevercee 2 
SD: ncidcaviccdscecucne 5 Pg eee 3 
LER ee eee 4 REE Vaditemchpencesdeadeseewy 2 
Developmental arrest ........ 5 Personality change .......... 1 
Weakness in extremities...... 3 Spots before eyes............. 1 
EGGS GE CHEB. cig cecccsvcces 3 Rapid growth (eosinophilic 
FEMOPRERAIMOS ooo occ cccccccs 3 a ee 

* Palsy of extraocular muscles. 


seen in the 22-year period covered by this paper were 
classified as an “expanding intracranial lesion.” 

With this introduction we pass to the statistical phase 
of the paper, with attention mainly given to those fea- 
tures of interest to the practicing physician. 


ANALYSIS OF CASES 

The hospital records disclose that 104 children with 
expanding intracranial lesions due to localized tumefac- 
tion have been admitted to the Denver Children’s Hos- 
pital during the 22-year period ending July 1, 1951. 
Cases in which an admission diagnosis of “brain tumor” 
was not subsequently supported by further study, or was 
later replaced by another diagnosis, and cases in which 
the parents did not consent to investigative procedures, 
removing their child from the hospital before sufficient 
evidence could be accumulated to support or nullify the 
diagnosis, are not included in this paper. Of the 104 
cases, 90 were proved histologically, and only these were 
included in this statistical analysis. In 9 of the excluded 
cases there were histories and clinical findings that were 
typical of those produced by rapidly growing intracranial 
lesions but were not histologically confirmed. In some 
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of these, x-ray therapy was carried out without biopsy 
and with subsequent improvement of the patient. Most 
of these patients have died with terminal courses in keep- 
ing with the provisional diagnosis. In at least three of 
these 14 cases the histologic sections have been removed 
from the files and the cases are therefore not included. 
In two more, the tumors were directly observed at sur- 
gery but were inoperable and were not subjected to 
biopsy. 

Age, Sex, and Location.—All the patients studied 
were less than 15 years of age. Fifty-five were males, 
and 35 were females. Forty-five of the lesions were 
infratentorially situated, 38 were in a supratentoria| 
position, and 7 extended into both regions. Three of the 
latter were sarcomas of the leptomeninges, and there was 
one each of an ependymoma, spongioblastoma polare, 
metastatic sarcoma from the tonsillar area, and multiple 
tuberculomas. 

Tumor Types.—Forty-nine of the 90 expanding intra- 
cranial lesions were gliomas. The ependymoma group, 
with 11 ependymomas and four ependymoblastomas 
was the most frequently seen tumor group. There were 
11 medulloblastomas and eight astrocytomas. Seven 
cases of spongioblastoma polare and five of glioblastoma 
multiforme were encountered. There were smaller num- 
bers of the other gliomas. No case of oligodendroglioma 
was seen in this series. Thirty-seven of the gliomas were 
infratentorially situated, and 10 were in a supratentorial 
locus. One spongioblastoma polare and one ependy- 
moma extended into infratentorial and supratentorial 
areas. We can thus concur with Bailey, Buchanan, Bucy, 
Cushing, and many others that gliomas in children occur 
far more frequently below the tentorium cerebelli than 
above, but at the same time we wish to emphasize that, 
when one considers all the different types of expanding 
intracranial lesions that the clinician encounters in chil- 
dren, the infratentorial location, at least in our series, is 
not nearly so favored. 


Symptoms.—When attention was turned to symp- 
tomatology, it was at once apparent that multiple rather 
than single symptoms were offered as the chief present- 
ing complaints. Vomiting and headache were most often 
recorded as the first disturbances and were still promi- 
nent as the presenting complaints, although paralyses 
and weakness of muscles of the face and extremities and 
diminished vision were frequently given as immediate 
causes for seeking hospitalization. Table 1 lists the 
symptoms of onset. 

The total symptoms elicited in each history were tabu- 
lated, and vomiting was by far the commonest symp- 
tom noted. The character of the vomiting was carefully 
inquired into, and only infrequently was it described 
as being “projectile.” Headache, paralyses, and disturb- 
ances in gait or difficulty in maintaining balance were 
also frequently related in the history. The character and 
location of the headache varied so widely that it seldom 
had localizing significance. Convulsions were notable for 
their infrequency, and when observed were as often 
misleading with reference to the site of the lesion. The 
low incidence of nausea and anorexia (even though the 
vomiting was usually not projectile) is reflected in the 
fact that only eight patients gave a history of weight 
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joss, though in many instances the onset of tumor symp- 
toms had apparently occurred weeks or months before 
admission to the hospital. A change of personality from 
congeniality to marked irritability appeared to be associ- 
ated more frequently with tumors in the pons than with 
tumors in any other region. 

Physical Findings.—Of the physical findings, choked 
disk was the most frequently observed, even though only 
10 patients presented the complaint of diminution of 
vision. Probably this can be accounted for in that a child 
may be less alarmed or less aware of a gradual loss of 
vision than an adult. Thirty-six patients had ocular or 
facial palsy, and nystagmus and hyperactive reflexes 
were next in order of occurrence. Table 2 gives a com- 
plete list of the physical signs. 

The ability to stand in Romberg’s position was tested 
in 30 of the 90 patients; if performed with other patients, 
it was not recorded. Marked difficulty or actual inability 
to perform this test was detected in 22 patients. When a 
tumor was present in the cerebellum, the sign was posi- 
tive in 11 and negative in two children. It was also posi- 
tive in three patients whose tumors were confined to the 
fourth ventricle, one whose tumor was confined to the 
third ventricle, three whose tumors were confined to the 
pons, one with a craniopharyngioma, one with a tumor of 
the pineal gland, one with a tumor in the cerebellopontine 
angle, and one with a sarcoma of the leptomeninges which 
involved the cerebrum, cerebellum, brain stem, and 
meninges generally. A positive Romberg sign, therefore, 
though tending to place the tumor in or near the cerebel- 
lum, certainly does not eliminate many other sites. 

Age Distribution—In previously reported series, 
age distribution curves have usually shown an elevation 
at or near the 5-year group.’*® In the review of our rec- 
ords the largest number of cases (12) was found in the 
6-year-old group, but 11 cases were found under one 
year of age, 10 had an age of one year at onset of symp- 
toms, and 11 were two years old when symptoms or signs 
were noted. This makes a total of 32 occurring under 
3 years of age. There was no statistically significant vari- 
ation from birth to age 10 years. The age at onset ap- 
peared to be of no value in predicting the type of lesion 
one may expect in any given patient. 

In no case record did it appear that a definite and 
complete remission had been experienced. Only four or 
five records suggested the possibility of remission, and 
then the reference was usually to the subsidence of one 
symptom while others grew severer. 

Laboratory Findings.—As has been consistently noted 
by other investigators the standard laboratory procedures 
reveal no appreciable alteration that cannot be attributed 
to complicating conditions. We believe that it is wise to 
abstain from spinal puncture in the presence of papill- 
edema or other evidence of increased intracranial pres- 
sure. Spinal fluid examination was performed in 57 of 
our cases, and no explanation for the wide variation in 
protein and sugar values could be found. Protein values 
ranged from 4 mg. to 690 mg. per 100 cc. The spinal 
fluid pressure in children is subject to a wide artefactual 
variation owing to the struggle often undergone in ob- 
taining the reading. Concerning pleocytosis, it is of some 
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interest that, of the nine children whose spinal fluid con- 
tained more than 10 cells per cubic millimeter, three had 
medulloblastomas, three sarcomas of the leptomeninges, 
two ependymomas, and one a pinealoma, all of these 
tumors being capable of metastatic seeding. One wonders 
how many of these children had metastatic tumors in 
their spinal subarachnoid space rather than a simple pleo- 
cytosis of leukocytes. 

Skull X-Ray.—X-rays of the skull were made in 63 
of the 90 cases. According to recent authors routine skull 
X-rays are a basic procedure in the study of a suspected 
brain tumor.'*” Widening of sutures, intracranial calcifi- 
cation, and distortion or erosion of the calvarium are 
findings that aid the diagnosis and may even localize the 
tumor. On these criteria alone, the diagnosis was sup- 
ported in our series on 47 occasions, or in two cases in 
every three. Of nine patients with craniopharyngiomas, 
eight had skull roentgenograms; the diagnosis was made 
or confirmed by this means in seven, and one was read 
as a “negative skull.” 

Air Studies —Since pneumoencephalography is con- 
traindicated in the presence of increased intracranial 


TABLE 2.—Physical Signs in Cases Reported 


No. of . No. of 

First Symptom Cases First Symptom Cases 
I Ge enctcavaneseuen 48 Sluggish reflexes.............. Ww 
EOM* and facial palsies.... 36 Spasticity of extremities.... 8 
Hyperactive reflexes.......... 28 Listlessness, stupor, coma... 7 
ND Sis somanadpedh dake 29 Enlarged head..........ccccce 7 
Unequal or unreactive pupils 25 Speech difficulty.............. 7 
eae 24 Paralysis of tongue.......... 6 


Sleep disturbance............. 6 
Developmental arrest........ 4 
Excessive irritability......... 6 


Possible Macewen sign....... 22 
Hydrocephalus ......4........ 20 
Ataxia generally............. 21 
Nuchal rigidity............... 17 CHOTED .....eccececsecssscenes 2 


Romberg sign................. 2] Exophthalmos ............... l 
Paralysis or weakness in ex- Diplopia ...........0eeeeeeeeee l 

NED eicinitntuteinseeeenn 15 PE Neusatiiesedientedinesdu 1 
STE SURES cisceenescusen 10 





* Extraocular muscles. 


pressure, the procedure was done only three times, twice 
without definitive results. Ventriculography was per- 
formed in 24 cases. In 10 of these it was read as “hydro- 
cephalus,” with the position of the tumor left somewhat 
in doubt. In 13 cases the procedure definitely localized 
the tumor. In one case the ventriculogram revealed dis- 
tortion of the fourth ventricle by dorsal bulging of the 
pons. This was interpreted as a “pontine tumor,” but at 
surgery subsequently done in another hospital an aneu- 
rysm of the circle of Willis was found. One death oc- 
curred during ventriculography, and this patient was 
found at autopsy to have a huge ependymoma arising in 
the pineal recess of the third ventricle and extending 
through the aqueduct of Sylvius into the fourth ventricle. 

In reviewing skull x-ray and ventriculography records, 
it must be remembered that the series reviewed covers 
over 20 years. The increased interest and improved tech- 
nique of the last few years have made these procedures 
increasingly helpful in the diagnosis of expanding intra- 
cranial lesions in children. 

In this study we encountered five excellent examples 
of how the welfare of the patient and the accuracy of the 
diagnosis may be jeopardized by the omission of ventricu- 
lography. One patient (Case 48-35924), a 32-year-old 
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boy, was given a clinical diagnosis of infratentorial ex- 
panding lesion in the right cerebellar hemisphere. A skull 
x-ray showed widening of the sutures. The physical signs 
were so suggestive regarding localization of the tumor 
that ventriculography was omitted. A suboccipital crani- 
otomy failed to reveal a tumor, and the patient was dis- 
charged two weeks later “slightly improved.’ Eight 
months later ventriculography at another hospital re- 
vealed a large tumor in the left lateral ventricle. A fibro- 
blastic meningioma was successfully removed from the 
ventricle. (Abbott and Courville have described menin- 
giomas occurring in the ventricles without leptomenin- 
geal attachment.*’) Ventriculography probably would 
have localized the lesion at the time of the first admission 
in this hospital. 

The second example (Case 49-46683) was that of a 
3-year-old boy in whom a diagnosis of a posterior fossa 
tumor was made clinically. Ventriculography was again 
omitted, and a suboccipital craniotomy failed to reveal a 
tumor. Ventriculography was then undertaken under the 
same anesthesia, and gross distortion of the left lateral 
ventricle was discovered. Without further delay a second 
craniotomy was undertaken, but, because of the failing 
condition of the patient, removal could not be accom- 
plished and the wound was closed. At autopsy five days 
later, an extensive spongioblastoma polare of the left 
cerebral hemisphere was found. 

Still another instance in which ventriculography might 
well have settled the problem concerns the case of a 
7-year-old girl (Case 19836) who died during the course 
of a long clinical debate on “encephalitis” versus “brain 
tumor.” At autopsy a large ependymoma was found in 
the fourth ventricle. 

In the fourth instance (Case 50-53074) a 14-month- 
old male infant was given tentative diagnoses of polio- 
myelitis and meningitis. After these had been discarded 
in favor of a diagnosis of brain tumor, a suboccipital 
craniotomy was done and no tumor was found. The 
patient died three days later, and an ependymoblastoma 
was found in the left lateral ventricle at autopsy. 

In a 4-year-old boy (Case 15676) a diagnosis of 
poliomyelitis was made, and, when symptoms failed to 
clear during five months, a suboccipital craniotomy was 
done on the strength of a clinical diagnosis of infraten- 
torial tumor. No tumor was found, and the patient 
promptly died. Autopsy revealed a craniopharyngioma. 

In their recent paper, Walker and Hopple’*” state that it 
is impossible to make a consistently accurate pathologic 
diagnosis on clinical findings alone. Among the 14 cases 
omitted from this statistical analysis because of lack of 
histologic confirmation, there are three (Cases 47-31962, 
48-35959, and 48-37525) in which a diagnosis of “prob- 
able medulloblastoma” was followed by x-ray therapy 
with no follow-up of any kind. The danger of treatment 
on this basis has been recently reiterated in a paper by 
Ingraham, Bailey, and Barker * and is amply illustrated 
by a case included in our series (Case 47-33306). This 
6-year-old boy received roentgen therapy after the diag- 
nosis of “medulloblastoma” on clinical grounds alone. 
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The boy did not improve, and the operation, delayed 
three and one-half months, revealed an ependymoma jn 
the fourth ventricle. This tumor is not sensitive to irradj- 
ation. The tumor was removed and the patient dis- 
charged, apparently well. 

Several times suboccipital craniotomy was performed 
without the aid of ventriculography, “because the latter 
procedure tends to increase the mortality.” Since a crani- 
otomy remains under the most favorable circumstances 
a hazardous undertaking, its traumatic repetition neces- 
sitated by the deficiencies of localization on a purely 
clinical basis can do no less than place the patient in 
double jeopardy. In view of the already dim prognosis in 
the presence of a tumor, the single death in 27 air studies 
done on children with a variety of tumors of all sizes. 
types, and locations should not be a deterrent to the cli- 
nician who seeks to secure for his patient the utmost in 
clinical study prior to entering on the more serious risks 
of surgical exploration. Careful study of the case material 
fails to disclose the logic behind the omission of such a 
valuable diagnostic procedure. 

Prognosis.—The prognosis in expanding intracranial 
lesions, though improving, remains particularly poor 
during infancy and childhood. Astrocytomas can some- 
times be removed successfully, and without residual dam- 
age. Ependymomas, because of their usual locations, 
have a high operative mortality and are rarely completely 
removed. Craniopharyngiomas, according to Bucy,” are 
again almost never cured because of their close associ- 
ation with the hypothalamus. Ingraham ** reports the 
same conclusion in these tumors. Meningiomas, although 
seldom seen in the pediatric age group, are more favor- 
ably dealt with. 

Of our 90 patients, 62 are known to be dead and eight 
can without question be presumed dead on the basis 
of the proved histology of their lesions and the time 
elapsed since biopsy. In 1946 a huge ependymoma was 
presumably entirely removed from the fourth ventricle 
of a 9-year-old girl. She was well one year later, but no 
subsequent report is available. One patient who had a 
neurofibroma of the intracranial portion of the left optic 
nerve was removed in 1947 was last seen in April, 1949. 
Though blind in the left eye owing to surgical interrup- 
tion of the optic nerve and still manifesting the symptoms 
of diabetes insipidus that were present before surgery, 
he was otherwise well. Three patients with astrocytomas 
and one with an astroblastoma are living and well four 
months to four and one-half years after operation. Al- 
most two years after surgery a 10-year-old girl remains 
symptom-free, after removal of a nonspecific cerebellar 

cyst. Three of the patients who had craniopharyngiomas 
are presumably still living. Two patients who had arterio- 
venous aneurysms of the cerebrum are in homes for the 
feebleminded. No information is available on the status 
of the eight remaining patients. 


COMMENT 
A review of 90 case records with histological diag- 
noses drawn from a 22-year period at the Denver Chil- 
dren’s Hospital has demonstrated that it is fallacious, 
even dangerous, to think of expanding intracranial !e- 
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sions in childhood solely on the basis of gliomas or other 
limited tumor categories. The differential diagnosis en- 
compasses a wide field, and the prognosis must always be 
guarded. Every means at the disposal of the clinician for 
making an accurate preoperative diagnosis should be em- 
ployed. The assumed added risk occasioned by ventricu- 
lography should be re-evaluated. Such a valuable 
measure is, in our experience, less hazardous than “ex- 


CERVICAL LAMINECTOMY—FENDER 227 


ploratory craniotomy.” The age incidence, the sex of the 
patient, and the spinal fluid findings cannot be relied on 
for significant aid in determining the location or the 
histologic type of the lesion. That infratentorial lesions, 
especially of the glioma group, are commoner than 
supratentorial lesions has again been borne out, but as is 
demonstrated in our material there is little justification 
for leaning resolutely on this as a diagnostic aid. 





A NEW HAZARD IN CERVICAL LAMINECTOMY 


Frederick A. Fender, M.D., San Francisco 


Laminectomy for correction of intraspinal lesions at 
the cervical level long has been considered a relatively 
safe procedure. Recently, however, I have heard of sev- 
eral instances in which there was postoperative evidence 
of grave injury to the spinal cord following operations 
for herniation of a portion of an intervertebral disk in 
the cervical spine. It was not until three dissimilar cases 
came to my personal attention that I realized there might 
be a common denominator responsible for the difficulty 
quite apart from the operative procedure. 


REPORT OF CASES 


Case 1.—The patient, whom I attended, was a 72-year-old 
retired contractor who fell downstairs Oct. 4, 1949, and sus- 
tained an anterior dislocation of the sixth cervical vertebra on 
the seventh. This resulted in pain and disabling weakness of 
each upper extremity. But there was no motor or sensory dis- 
turbance in the lower extremities. The patient was able to walk 
perfectly well, though unable to manage his upper extremities 
usefully. He was transferred to Stanford University Hospital on 
Oct. 13. Manipulative attempts to reduce the dislocation were 
made on several occasions. Crutchfield tongs were employed for 
traction. The use of 35 Ib. “pull,” plus additional manual trac- 
tion and manipulation, with traction in effect, failed to correct 
the dislocation. These maneuvers did not change the neurologi- 
cal state. 

On Oct. 19, operative reduction was performed. Intratracheal 
ether was used. It was possible to effect reduction without even 
coming close to the spinal canal. The inferior edge of the sixth 
lamina, on the right side, was gently scooped away, using a fine 
gouge. Thereafter, it was possible to introduce a staphylorrhaphy 
between the laminas. With very little force of leverage, I was 
able to restore the normal relationship of the facets smoothly. 
An orthopedic colleague then carried out fixation, wiring to- 
gether with stainless steel the spinous processes of the fifth, sixth, 
and seventh vertebrae. Total paraplegia was recognized as soon 
as the patient emerged from anesthesia. Some motor power re- 
mained in the upper extremities, but these, also, were further 
weakened as compared with the preoperative state. Virtual 
quadriplegia had resulted. A sensory level could be recognized 
at the lower limit of the sixth cervical dermatome. 

On Oct. 29, after a nursing procedure in which the patient 
was simply rolled from the supine position to his side, with one 
axis maintained, respirations ceased, and the patient died. Post- 
mortem examination showed a massive herniation into the spinal 
canal of the disk between the sixth and seventh cervical segments. 


CasE 2.—A 44-year-old housewife registered in Stanford- 
Lane Outpatient Clinic on Aug. 22, 1951. The history was char- 
acterized by accounts of involuntary spastic contractions of each 
lower extremity, “cold feeling” in the right lower extremity, 
stumbling and falling, and incontinence of urine and feces. The 
patient’s difficulties had begun with an automobile accident that 
occurred in 1936, which had resulted in continued “trouble” with 


her neck. Eventually, because of stiffness of the neck and pain 
in the right upper extremity, she sought advice in another city. 
Preoperative neurological findings were “diminished sensation” 
of the right index and third fingers, suppression of the right bi- 
ceps reflex, and absence of the right triceps reflex. 

With a diagnosis of herniation of a portion of a cervical inter- 
vertebral disk, operation was performed in this neighboring city 
in September, 1949. Under intratracheal anesthesia, the fifth and 
sixth cervical interspaces were explored on the right side. The 
approach was made with the use of a drill, so that there was 
no recognized trauma to the cord; the spinal cord was not ap- 
proached, nor were the roots disturbed. No pathological change 
was found in the fifth interspace, but in the- sixth the root was 
found to be encroached on from below by a mass typical of her- 
niated “disk” material. A portion of this material was removed, 


The patient awakened with complete quadriplegia. There was 
gradual improvement, so that five or six days after operation 
she could move some muscles of the right upper extremity. In 
succeeding months further improvement followed. She was able 
to walk without assistance three or four months after operation. 
Incontinence, left-sided weakness, and the paresthesias persisted. 
Findings at the time of her clinic visit in San Francisco were 
spasticity and weakness of the left upper and lower extremities, 
a Babinski response on the left, a positive Hoffman response on 
the left, and well-sustained left ankle clonus. The gait was a 
hemiplegic shuffle. 


CasE 3.—A 26-year-old laborer, previously well, was in a 
head-on automobile collision on April 9, 1950. He sustained a 
fracture of the second cervical vertebra. He was placed in a 
nearby hospital in San Francisco, and traction was applied to 
the head. The only neurological finding was “numbness” of the 
right forearm in the distribution of the first thoracic dermatome. 
He was discharged, wearing a cast, on May 29. 


From some early period the patient noted, after the applica- 
tion of his cast, a “buzzing sound” coincident with the heart 
beat, in the left ear. In spite of this he was able to continue with 
hard work. In March or April, 1951, bulging was noted in the 
“left superior neck or suboccipital area”; accordingly, the patient 
was readmitted for study June 19. During this period of hos- 
pitalization, left internal and external carotid arteriograms, a 
right common carotid arteriogram, and a left vertebral arterio- 
gram were made. These were interpreted as showing an arteri- 
ovenous fistula at the level of the second and third cervical 
segments, involving the vertebral artery. 


A consultant suggested right vertebral arteriography in order 
to be sure of the patency of this vessel before the fistula was 
dealt with. A 30-day period of waiting was suggested, and the 
patient was discharged July 14. His only complaints at this 
time were stiffness and dull pain in the left portion of the supe- 
rior portion of the neck. While the patient was out of the hospital, 
between July 14 and Aug. 29, he continued hard labor. 

The patient was readmitted Aug. 29. Operation preliminary 
to right vertebral arteriography was done on Aug. 31. Intra- 
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tracheal anesthesia was used, and the anesthetist noted that the 
patient was “tubed with difficulty due to a floppy, formless 
epiglottis.” Arteriography was attempted but not carried out. In 
the course of the attempt there was hemorrhage from the sub- 
clavian artery, and a rather wide exposure, involving removal of 
part of the right clavicle, was necessary. On awakening, the 
patient could move his neck, to some extent the trapezii, and to 
an even slighter extent the left arm. His state amounted to quad- 
riplegia. His breathing was diaphragmatic. Paradoxical -respira- 
tion was noted. At the time of this writing, two weeks after 
operation, there had been no improvement. Lumbar puncture 
postoperatively showed impaired dynamics, whereas there had 
been free communication before operation. 


COMMENT 
In cases 1 and 2 the operative work was carried out 
with the patient’s neck in flexion. Operators worked deli- 
cately. They were aware of the recognized hazards. They 
sought to avoid, and did avoid, as far as they knew, any 
direct injury to the cord. In the third case the cervical 
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portion of the spine was not even operated on, so that 
there was no possibility of direct operative injury to the 
spinal cord. Yet the result was much the same in each 
instance. It is my feeling that there may have been a 
common injurious factor not related to the operation 
itself. It may be noted that in each case an intratracheal] 
tube was introduced. It is my belief that extension oy 
other manipulation of the neck incident to introduction 
of the intratracheal tube may have caused massive her- 
niation of the already damaged intervertebral .disk into 
the spinal canal. Reference to the anatomy of the region 
and to the pathological groundwork provided by injury 
strengthens this belief. Accordingly, if intubation in such 
cases is deemed indispensable, it is recommended that 
the anesthesiologist be aware of the danger and that he 
proceed with all the restraint and skill at his command. 


2209 Webster St. (15). 








LEPTOSPIRAL MENINGITIS 
REPORT OF OUTBREAK AMONG AMERICAN TROOPS 


Ross L. Gauld, M.D., Walter L. Crouch, M.D., Aaron L. Kaminsky, M.D., 








ON OKINAWA 


Lt. Col. Robert L. Hullinghorst (MC), Major William §. Gochenour Jr. (VC) 


Although leptospiral meningitis has been recognized 
for many years,’ it is only recently that the importance 
of leptospiral infection as an etiological factor in central 
nervous system disease has received attention in this 
country.” Numerous cases of meningitis in both icteric 
and nonicteric cases of leptospirosis have been reported 
in the foreign literature, and some workers have de- 
scribed muscular weakness and transient paralysis, usu- 
ally involving the lower extremities, associated with lepto- 
spirosis.* In the United States, it has been customary to 
assume that patients who present the clinical picture of 
aseptic meningitis have virus infections; however, in a 
serologic survey, Beeson * was able to show that 11 of 
86 undiagnosed cases of aseptic meningitis were caused 
by leptospiral infection. Schaeffer * has described a water- 
borne epidemic of leptospiral meningitis in which none 
of the patients had icterus. The purpose of this article is 
to draw attention to these meningitic manifestations of 
leptospirosis and to describe an outbreak of central nerv- 
ous system disease due to Leptospira hebdomadis B 
among U. S. troops on Okinawa in the summer of 1949. 





Army Medical Service Graduate School, Washington, D. C. (Dr. Gauld, 
Major Gochenour, and Lt, Col. Yager); formerly Captain (MC), 34th 
General Hospital, Okinawa (Dr. Crouch); formerly Lieutenant Colonel 
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EPIDEMIOLOGY 


Leptospirosis was only briefly considered as a possi- 
bility at the time these cases occurred, and the investiga- 
tion that was made sometime later did not include certain 
pertinent data. Of 19 patients with central nervous sys- 
tem disease hospitalized at the 34th General Hospital, 
Okinawa, in August and September, 16-were shown by 
serologic methods to have leptospiral infection. The dis- 
tribution of cases by unit and date of onset is shown in 
table 1. It is of interest that the three patients with cases 
for which the cause was not determined were from a 
unit located in a different area of the island than that of 
the patients known to have leptospiral infection. Ten 
patients with proved cases were from the 58th Ordnance 
Ammunition Company, and investigation revealed that 
all had been swimming almost daily in an “off-limits” 
pond about two miles from their quarters, as had the pa- 
tients from the 504th Ordnance Supply Platoon. Two 
other patients had been stationed at the Okinawa Rest 
Center. They had been in a jeep accident on Sept. 1, in 
which they were trapped in a rice paddy for a short time 
and swallowed some paddy water. The incubation period 
in these two cases was 10 and 11 days, respectively. No 
recorded data are available on the probable source of 
infection for the other four patients, although there is 
strong reason to believe they engaged in the unauthorized 
swimming mentioned previously. 


SYMPTOMS 
The disease in this group was characterized by sudden 
onset, with headache, fever, and nuchal rigidity. When 
hospitalized on the third or fourth day of illness, all pa- 
tients had temperatures ranging from 102 to 104 F and 
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conjunctival congestion. In most cases, the fever lasted 
6 to 8 days and was followed by a remission lasting 24 
to 48 hours and a secondary febrile period, during which 
the patients’ temperatures ranged between 100 and 102 
F for 36 to 72 hours. During the period of secondary 
fever, the meningitic signs recurred. Nuchal rigidity was 
present in almost all patients when admitted to the hos- 
pital, in some to a considerable degree, lasting two to 
seven days. All patients complained of severe headache 
and backache, and a few had nausea, vomiting, and diar- 
rhea. During the initial febrile period, seven patients had 
muscular weakness, usually of the hamstrings and quad- 
riceps; one had twitching of the muscles of the upper 
extremities and of the pectoral muscles, and another was 
disoriented. The severest neurological signs occurred in 
the patient in case 1 described below. There were no 
deaths. Residual paralysis occurred only in the patient 
described in case 1, who still had muscular weakness 
when evacuated to the zone of interior after three 
months’ hospitalization. In three cases (9, 10, and 
16), liver tenderness was noted, in a fourth (3) labora- 


TaBLE 1.—Distribution of Cases of Leptospiral Meningitis by 
Date of Onset and Unit of Patient 


Onset, Case Diagnosis 

Unit Date No. Confirmed 
hth Ordnance BMN..........ccceee 8/ 5/49 1 Yes 
8/14/49 2 Yes 
8/25/49 3 Yes 
8/28/49 f4and 5 Yes 
8/29 49 6 Yes 
8/3149 7ands Yes 
9/ 3/49 13 and 14 Yes 
Citta GRMN TB. 6 6 5occ vcs ceca te 9/ 2/49 10 No 
9/ 6/49 15 No 
9/ 9/49 1G No 
Okinawa Rest Center............ 9/11/49 17 Yes 
9/12/49 Is Yes 
%th Infantry Bn............ ides 9/ 2/49 12 Yes 
9/14/48 1Y Yes 
PRR: ste deter eksienciesesde 8/31/49 y Yes 
9/ 2/49 ll Yes 


tory evidence indicated liver involvement, and in a fifth 
(11) what was considered to be infectious hepatitis de- 
veloped 40 days after the onset of the disease. 

Laboratory Data.—White blood cell counts for the 
patients ranged from 4,400 to 11,500, with a mean of 
8,000, the differential count showing usually less than 
80% polymorphonuclears. One patient had eosino- 
philia due to parasitic infestation. The spinal fluid in all 
patients was normal on admission, but pleocytosis, with 
a cell count of 50 to 300 cells, mostly lymphocytes, ap- 
peared in all during the secondary rise in temperature. 
Spinal fluid sugar levels were normal, and the protein 
levels were elevated to a high normal. Chest roentgeno- 
grams of 10 patients showed no active pulmonary lesions. 
All had negative reactions to serologic tests for syphilis 
and to liver function tests, with the exception of one pa- 
tient who had a serum bilirubin level of 1.1 mg. per 100 
cc. during the febrile phase, which returned to 0.5 mg. per 
100 ce. during hospitalization. Six of the patients had 
transient albuminuria. 

Specimens of serum were obtained from each patient 
and were tested at the 406th Medical General Laboratory 
in Tokyo and at the Army Medical Service Graduate 
School, Washington, D. C. At the former laboratory, 
results of tests for complement fixing antibodies of Japa- 
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nese encephalitis type B were negative for all specimens, 
except that drawn on the 63rd day from the patient in 
case 10, which gave a positive neutralization reaction. 
In the Department of Virus and Rickettsial Diseases, 
A. M.S. G. S., neutralization tests were made on selected 


TABLE 2.—Results of Leptospiral Agglutination Tests 


Leptospira Strain * ¢ 


digi ‘ A 
Ietero- Heb- Heb- 

Case Days of hemor- domadis domadis 
No. IlIness rhagiae At B 


Autumnalis 
(Akiyami 
Type A) 

1 10 0 0 400 0 

32 0 0 200 0 
45 0 0 200 0 


2 10 0 0 400 0 
23 0 0 600 0 
30 0 0 800 0 


> 0 0 200 0 
i) 0 0 400 0 
27 0 0 800) it) 
1 0 0 1,600 0 


4 16 0 0 400 0 
22 0 0 oa") 0 


5 4 10) 0 gi) rf) 
22 0 0 400 0 
OG 0 0 6,400 0 


6 1 400 0 1,600 a 
DS G 0 SOO 0 


‘ 6 0 0 0 a 
0 0 100 0 
0 0 sO) 0 


Ss 6 0 0 0 “ 
3 0 0 100 rT) 
2] 0 0 0 a 
Oo 0 i] 10) 0 


9 21 0 0 800 “ 


zOo— 
zoe 
sagen 
& te & 
x=x== 


16 0 0 ROO 0 


_ 
= 


lt ty 0 0 


17 lo 0 0 800 0 
18 a” fh) 800 0 
87 0 nn» 1,600 0 
4 0 0 1,600 0 


18 7 0 0 200 0 
15 0 200 w 10 


19 13 mw” 800 0 400 
36 200 800 0 BOO 





* The titers are expressed as the reciprocal of the highest serum dilution 
n which complete agglutination and/or lysis was observed. 

t All serums were also tested for the following Leptospira strains with 
negative results: canicola, pomona, bovis, bataviae, mitis, okinawa, 
grippotyphosa, hebdomadis C and zanoni. 

+ The strain listed here as Hebdomadis A has heen subsequently shown 
to be a member of the Lept. autumnalis group and is unrelated antt- 
genically to the Lept. hebdomadis group. 


serum specimens for dengue, encephalomyocarditis, 
lymphocytic choriomeningitis, Japanese encephalitis type 
B, eastern and western equine encephalomyelitis, and 
Russian spring-summer encephalitis. Results of these 
tests were negative. 
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The first indication that these patients might have 
leptospirosis came when the serum from the patient in 
case 1 was sent to Dr. Paul Beeson, who was testing 
serums of patients with undiagnosed central nervous 
system disease for leptospirosis. Dr. Beeson reported 
that the convalescent serum of this patient gave a posi- 
tive agglutination reaction for leptospirosis. Agglutina- 
tion tests on serums of the remainder of the patients 
were made by the Veterinary Division, A. M. S. G. S. 
Thirteen antigenically distinct strains of Leptospira 
were employed, with five day cultures being used as the 
live antigens. The serum-antigen mixtures were incu- 
bated at 30 C for three hours and then were ex- 
amined by dark field illumination. The results of these 
tests are shown in table 2. In this test a titer of 1: 200 
is considered to be of diagnostic significance. In 15 of 
these cases Lept. hebdomadis B was agglutinated but 
the serum in one of these also agglutinated Lept. heb- 
domadis A and Lept. autumnalis A (akiyami type A) in 
comparable titers; in addition, the serum of the patient in 
case 19 agglutinated Lept. hebdomadis A, Lept. au- 
tumnalis A, and Lept. icterohemorrhagiae. 


REPORT OF CASES 


CasE 1 (table 2).—A 19-year-old white soldier became ill with 
chills and fever on Aug. 5, 1949. He had gone swimming in an 
“off-limits” pond near his quarters for the past several months. 
When admitted to the hospital the following day, his temperature 
was 103 F, pulse rate 100, and respiratory rate 24. His case was 
atypical in that he had no headache, conjunctival injection, or 
nuchal rigidity during the initial episode, and the only other 
manifestations of illness were an infected throat and increased 
breath sounds in the right thorax. The fever subsided on the fifth 
day, and the patient felt well but had some loose stools. On the 
seventh day, his temperature suddenly rose to 103.8 F, and he 
had musical rales throughout his chest. The following day he 
had nuchal rigidity, headache, and conjunctival congestion. He 
continued to have a low grade fever (99 to 100 F) and experi- 
enced weakness of the left quadriceps and spasm of the ham- 
strings. The weakness and spasm increased, and an intention 
tremor, bilateral ankle and patellar clonus, and slightly hyper- 
active deep tendon reflexes developed. Eosinophilia developed, 
and the patient was found to be infected with Trichuris and 
Strongyloides stercoralis. On the 48th day he was transferred to 
the 361st Station Hospital, Japan, at which time he had slight 
weakness of the abductors of the left arm, flexors of the left 
wrist, left quadriceps femoris, hamstrings, and abductors of the 
thigh. He was given penicillin and sulfadiazine during the acute 
stages; in addition, he was given two courses of hexylresorcinol 
and one course of tetrachloroethylene for the parasitic infesta- 
tion and physical therapy and massage for relief of the muscle 
spasms. The low grade fever continued, but improvement was 
noted, and on the 87th day the patient was evacuated to the 
zone of interior. 

Laboratory Data.—The patient’s white blood cell count on 
the 2nd day was 6,859 (72% polymorphonuclears), and on the 
23rd day it was 8,700 (44% polymorphonuclears and 24% 
eosinophils). X-ray examination of the chest on the Sth day and 
of the lumbar region of the spine on the 17th day revealed no 
abnormalities. The spinal fluid showed 127 cells on the 7th day 
(75% lymphocytes), and on the 20th day 30 cells (96% lympho- 
cytes). Sugar and total protein levels were normal. A blood cul- 
ture was negative. A heterophil antibody titer on the 13th day 
was 1:16, and on the 26th day, 1:14. Neutralization tests for 
Japanese encephalitis type B done on the 10th, 32nd, and 39th 
days were negative. Tests for complement fixing antibodies of 
Japanese encephalitis type B were done on seven occasions be- 
tween the 10th and 60th days, and all were negative, as were 
tests for complement fixing antibodies of western equine and St. 
Louis encephalitis done on the 62nd day. The hemagglutination- 
inhibition test for mumps was positive (1:64) on the 10th, 32nd, 
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35th, 45th, and 62nd days, but this was not considered sig- 
nificant. The leptospiral agglutination test was positive for Lept, 
hebdomadis B on the 10th day, with a titer of 1:400, on the 
32nd day, with a titer of 1:200, and on the 45th day, with a titer 
of 1:200. 

Case 2 (table 2).—An 18-year-old white soldier became jj} 
on Aug. 14, 1949, 19 days after his arrival in Okinawa. He had 
been swimming in an off-limits pond near his camp. The ilIness 
began with an attack of nausea, followed two days later by severe 
headache, fever, backache, and orbital pain. On admission to the 
hospital on the third day of his illness, his temperature was 102.4 
F, pulse rate 110, and respiratory rate 22. He had questionable 
nuchal rigidity, conjunctival congestion, shotty lymph nodes, and 
questionable Babinski and Kernig signs. He had a positive Op. 
penheim sign, hyperperistalsis, no paralysis or muscle changes, 
and no jaundice. His temperature remained elevated, and the 
severe headache, hyperperistalsis, and occasional vomiting con- 
tinued until the seventh day, when defervescence occurred and 
the patient felt better. On the following day the headache re. 
turned, with definite nuchal rigidity, and his temperature rose to 
100 F. On the ninth day, the patient’s neck was stiff, a positive 
Kernig sign was elicited, and he again vomited. At this time 
there was some tenderness of the calf muscles. On the 10th day, 
the patient was afebrile and had no notable complaints. His con- 
valescence was uneventful. 

During his illness he received no specific therapy; he was given 
sulfadiazine for the hyperperistalsis. 

Laboratory Data.—The white blood cell count on the third 
day was 10,500 (82% polymorphonuclears) and on the eighth 
day was 5,600 (70% polymorphonuclears). The spinal fluid 
showed 2 cells on the 3rd day, 14 cells (85% lymphocytes) on 
the Sth day, 169 cells (64% lymphocytes) on the 9th day, and 9 
cells on the 16th day. Tests for complement fixing and neutraliz- 
ing antibodies of Japanese encephalitis type B done on the 10th, 
23rd, 30th, and 73rd days were negative. Leptospiral agglutina- 
tion tests were positive for Lept. hebdomadis B on the 10th day, 
with a titer of 1:200, on the 23rd day, with a titer of 1:1,600 and 
on the 30th day, with a titer of 1:800. 

CasE 18 (table 2)—A 24-year-old white soldier became ill on 
Sept. 12, 1949. On Sept. 1, he had been in a jeep accident and 
was thrown into a rice paddy and unavoidably swallowed some 
of the paddy water. He was admitted to the hospital on the third 
day of illness and had a temperature of 104 F, a pulse rate of 
120, and a respiratory rate of 30, with moderate pharyngeal 
congestion, conjunctival suffusion, slight nuchal rigidity, and a 
questionable Kernig sign. His temperature remained between 102 
F and 104 F until the sixth day, when it gradually subsided, reach- 
ing normal on the eighth day. His temperature rose again on the 
10th day to 102 F and remained at this level for 48 hours before 
final defervescence. During the secondary febrile period there 
was definite rigidity, the spinal fluid showed pleocytosis, and 
there was some disorientation. Bilateral musical rales were heard 
during the initial febrile period, and there was occasional vom- 
iting at that time. The patient was given penicillin from admis- 
sion until the eighth day. After the 12th day, his improvement 
was rapid, and he recovered completely. 

Laboratory Data.—On the third day the white blood cell 
count was 7,350 (81% polymorphonuclears). A_ urinalysis 
showed no abnormalities, and a blood culture, malaria smears, 
and a serologic test for syphilis were negative. A chest roent- 
genogram was normal. A throat culture was positive for beta 
hemolytic streptococci. Spinal fluid on the 3rd day showed 15 
cells (67% lymphocytes), on the 4th day 9 cells (78% lympho- 
cytes), on the 9th day 993 cells (63% lymphocytes), and on the 
23rd day 15 cells (93% lymphocytes). The sugar level was nor- 
mal, and the total protein content was 115 mg. per 100 cc. on 
the 9th day. Serum specimens drawn on the 7th days and 15th 
days of illness were negative for complement fixing antibodies of 
Japanese encephalitis type B. Leptospiral agglutination tests 
gave the following results: on the 7th day, positive for Lept. 
hebdomadis B, with a titer of 1:200; on the 15th day, positive 
for Lept. hebdomadis B, with a titer of 1:50, positive for Lept. 
hebdomadis A, with a titer of 1:200, and positive for Lept. 
autumnalis, with a titer of 1:100. 
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COMMENT 


The outbreak we have described serves to emphasize 
how easily leptospiral infections of the central nervous 
system can be overlooked. In this group of patients, the 
common exposure to surface waters led to a brief con- 
sideration of leptospirosis, but this was dismissed, and in 
all the disease was clinically diagnosed as encephalitis 
of unknown cause. Leptospirosis was not considered 
again as a possibility until long after these cases had 
occurred and laboratory tests had eliminated a number 
of known viral agents as being of et:ological significance. 
None of the patients had icterus, and it was the con- 
junctival congestion and histories of immersion that sug- 
gested leptospirosis. 

The specific etiological agent, Lept. hebdomadis B, 
responsible for these illnesses had not been found in the 
United States, but it does exist in Japan and Indonesia.”" 
It is classed as one that produces a comparatively mild 
disease in man. Other leptospiral agents in the United 
States can and do produce similar diseases.* The im- 
portance of immersion as a factor in contraction of lepto- 
spiral infection has been noted in England and in other 
European countries.** In the Netherlands, 75% of the 
cases are believed to occur as a sequel to swimming in 
or accidental immersion in contaminated canals and 
waterways.” In the cases that occurred in the recent epi- 
demic in Alabama,* the infection was acquired during 
swimming, and this focuses attention on a health hazard 
largely unrecognized in the United States. In Northern 
Italy, the infection is usually acquired in the rice fields, 
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in which the laborers work in water during the planting 
season. Mino * has noted that the greatest danger of 
clinical illness occurs during the initial season spent in 
the fields. Cases are rare among those who have worked 
in the fields for more than one season, and this finding 
suggests an immunization process through inapparent 
infections. The soldiers affected in this outbreak may be 
likened to the workers during their first season in the 
Italian rice fields. Unfortunately, no serum specimens 
were collected from men who had gone swimming in the 
off-limits pond who did not become ill; hence, it was not 
possible to demonstrate the acquisition of specific anti- 
bodies acquired without apparent clinical disease. It is 
possible that other outbreaks of obscure central nervous 
system disease that occurred among American troops in 
the Asiatic-Pacific area during World War II may have 
been of leptospiral origin. Such outbreaks of unde- 
termined cause are being reviewed, and serum specimens 
that are still available in the files of the Army Medical 
Service Graduate School will be tested for Leptospira. 
SUMMARY 

An outbreak of central nervous system disease due to 
infection with Leptospira hebdomadis B among Amer- 
ican troops on Okinawa is described. The clinical and 
laboratory findings are presented, and the epidemiology 
is discussed. 

5. Walch-Sorgdrager, B.: Leptospiroses, Bull. Health Organ, League of 
Nations 8: 143, 1939. 

6. Mino, P.: Weitere Untersuchungen iiber die Leptospirose der Reis- 


feldarbeiter (Feldmause als Leptospirentrager), Munchen. med. Wehnschr. 
88: 96, 1941. 





APLASTIC ANEMIA FOLLOWING PROLONGED ADMINISTRATION 
OF CHLORAMPHENICOL 


A REPORT OF TWO CASES, ONE A FATALITY 


Lincoln E. Wilson, M.D., M. S. Harris, M.D., Los Angeles, Calif., H. H. Henstell, M.D., O. O. Witherbee, M.D. 


Julius Kahn, M.D., Beverly Hills, Calif. 


Following prolonged administration of chlorampheni- 
col, two cases of aplastic anemia, one of which ended 
fatally, were encountered. In a study to be reported else- 
where by one of us (M. S. H.), on the effects of chlor- 
amphenicol in the bacteriostatic control of chronic 
bronchopulmonary suppuration, 62 patients, ranging in 
age from 1 year to 72 years, were given the drug over 
periods of from 1 month to 14 months. Dosages of | gm., 
two to three times weekly and, in a few instances, daily, 
were administered after an initial period of more in- 
tensive antibiotic therapy, which included penicillin and/ 
or streptomycin. Thus, in a controlled series, 2 of 62 pa- 
tients receiving the drug for long periods had severe hem- 
atological complications. In the two cases of aplastic 
anemia to be reported, the first of which ended fatally, 
the drug was given for approximately seven months and 
five and one-half months, respectively. 


REPORT OF CASES 


Case 1.—A 39-year-old white waitress was admitted to the 
Los Angeles County Hospital on March 1, 1951, with the chief 
complaint of coughing up approximately one-half cup of blood 


on the night before admission. She stated further that two weeks 
prior to this she had noticed dark red clots of blood on her upper 
gum and on her tongue. Subsequent to this she had a rash on her 
arms, legs, and trunk. There was no history of chills, hematuria, 
or melena. She had a known history of bronchiectasis for 13 
years and was treated with aerosol sulfadiazine from August, 
1944, to November, 1945, and aerosol penicillin from Novem- 
ber, 1945, to July, 1947, and from November, 1949, to August, 
1950. During the time she was treated with sulfadiazine she was 
followed with weekly blood cell counts, none of which was re- 
ported as abnormal. On Aug. 18, 1950, to control the symptoms 
of bronchiectasis, she was given 1 gm. of chloramphenicol twice 
weekly and was maintained on this dosage until Feb. 24, 1951. 
During this time she presumably took potassium iodide in un- 
known amounts at unknown intervals. On Jan. 23, 1951, she 
entered the allergy clinic complaining of nosebleeds and hay 
fever. She was given tripelennamine (pyribenzamine®) hydro- 
chloride, of which she took only four tablets, elixir of terpin 
hydrate with codeine, and phenylephrine (neo-synephrine®) 
hydrochJoride nose drops, the latter two on single prescriptions. 
There was no history of exposure to any known toxic substance, 
and the only drugs taken by her were those listed. 





From the Medical Departments of the Los Angeles County Hospital 
and the Cedars of Lebanon Hospital, and the University of Southern 
California Medical School, Los Angeles. 
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Physical examination on admission revealed a well-developed, 
poorly nourished young woman in no acute distress. There were 
numerous pinpoint to 1 mm. sized purpuric spots on her legs, 
arms, and trunk. Crusted blood adhered to her nostrils, and 
several dark red clots clung to her gum margins. A few petechiae 
were seen on the hard palate. Blood pressure was 130/80, pulse 
90, and temperature 103 F (rectal). The remainder of the physi- 
cal examination was not remarkable. The erythrocyte count on 
admission was 1,720,000 and hemoglobin, 6.0 gm. The leuko- 
cyte count was 1,110, with 8% neutrophils and 92% lympho- 
cytes. The urine showed a specific gravity of 1.012, with no 
albumin, no sugar, and a few granular casts. After two trans- 
fusions the hemoglobin was 9.6 gm., with 3,000,000 erythrocytes; 
the leukocyte count was 1,450, with 2% neutrophils, 97% 
lymphocytes, and 1% eosinophils. There were 15,000 thrombo- 
cytes. Prothrombin time was 100% of normal; serum albumin 
was 4.4 gm. and globulin 3.2 gm. Her aspirated bone marrow 
was hypocellular with a majority of cells being plasmacytes, 
lymphocytes, and reticulum cells. 

On the second hospital day uncontrollable epistaxis started, 
which was followed on the next day by hematuria and gross 
melena. The patient’s temperature became elevated in spite of 
antibiotic therapy. Treatment consisted of administration of 
penicillin, aureomycin, streptomycin, ferrous sulfate, vitamin K, 
crude liver extract, vitamin B,2, choline, and folic acid. She re- 
received a total of 4,000 cc. of whole blood. She gradually be- 
came weaker; her temperature rose to 105 F on March 12, and 
she died on March 13, 1951. 


TABLE 1.—Blood Studies of Patient in Case 2 


« : mn 
S. Lo} ° a a 3 
3 28 8 £ E— 2 6 g 
= mn - } bed n 
- x} ~S cof im & a > 2 
Op, } o= 2 Es a @ 8 s 
ss i} of £3 63S s ° Esa S K 
Ax eo Ho GO fA A 8 vA a, 
3/ 7/51 2,500,000 8.5 6,400 30.5 6 6.5 57.5 5 67,500 
8/10/51 2,480,000 8.2 6,100 32 5 3 64 1 62,000 
3/13/51 * 3,630,000 10.6 4,000 26 4 2 67 5 101,640 


* After 1,000 ce. transfusion. 


At necropsy the following significant observations were re- 
corded: a large subdural hematoma measuring approximately 100 
cc.; numerous petechial hemorrhages throughout cerebrum, 
cerebellum, and brain stem; petechial hemorrhages over visceral 
pericardium and scattered throughout the myocardium; a 250 cc. 
hematoma within the stomach; scattered petechial hemorrhages 
throughout the gastrointestinal mucosa; dark red blood in both 
renal pelves, and scattered petechial hemorrhages throughout 
the kidney parenchyma; pale yellowish-red soft bone marrow in 
sternum, vertebrae, and femur; emphysema of the upper portions 
of both lungs and fusiform dilatation, extending peripherally, 
of the bronchi leading to both lower lobes. Scattered areas of 
consolidation were present in both lungs. Bone marrow section, 
which was severely hypoplastic, showed an almost complete ab- 
sence of normal marrow cells. The marrow contained some 
lymphocytes and an increase in the number of plasma cells. 

Thus, in this patient, while taking chloramphenicol for ap- 
proximately seven months at a dosage of 1 gm. twice weekly, 
pancytopenia and aplastic bone marrow developed and caused 
death. If the nosebleed reported in January represented the 
thrombocytopenia later demonstrated, then the symptoms may 
be said to have started approximately five months after chlo- 
ramphenicol therapy was started; otherwise, the unquestioned 
manifestations of her final illness were noted one month later. 


CasE 2.—A woman, aged 37, had a right pneumothorax for 
active tuberculosis from 1939 to 1943. Despite clinical recovery, 
the cough and mucopurulent sputum, which had antedated the 
tuberculous infection, did not regress. In February, 1950, she was 
raising 75 cc. of sputum per 24 hours. Bronchoscopy disclosed 
bronchiectasis in the left lower lobe. On Aug. 15, 1950, after a 
week of penicillin and streptomycin therapy, chloramphenicol 
therapy was begun in a dosage of 1 gm. two times weekly for 
six and one-half months. The volume of sputum was promptly 
reduced with this treatment to 15 cc. per 24 hour period, at which 
level it remained. Early in December, 1950, the leukocyte count 
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and hematocrit were reported as normal. The patient failed to 
return for observation until March 5, 1951. On this date the 
following history was obtained. 

Three months following the start of chloramphenicol therapy 
listlessness developed, and the patient experienced severe epi- 
staxis. Two months later, five months after the onset of this 
therapy, a second heavy nosebleed was experienced, The two 
menstrual periods prior to March 5, 1951, were said to have 
been unusually heavy. From Feb. 22, 1951, unusually heavy 
“bruising” of the skin was noted. Careful questioning failed to 
reveal any other drugs had been taken in significant amounts. 

On March 6, 1951, the patient was admitted to Cedars of 
Lebanon Hospital. Significant findings at this time were pallor 
and ecchymoses over the right thigh and left forearm. On April 
27 the patient was given 200 mg. of cortisone intramuscularly, 
followed by a daily oral dose of 50 mg. On May 3, 1951, the 
blood cell count was as follows: hemoglobin, 10.0 gm.; red blood 
cells, 3,340,000; white blood cells, 9,800, with 33% polymorpho- 
nuclears, 60% lymphocytes, 4% eosinophils, and 3% mono- 
cytes. The platelet count was 9,000, and the reticulocytes had 
risen to 3.6%. 

Here, then, is a case of a patient in whom a bleeding tendency 
developed, as indicated first by a nosebleed, three months after 
she began receiving 1 gm. of chloramphenicol two times weekly 
to control the manifestations of bronchiectasis. A second heavy 
nosebleed and profuseness of the menses also developed. The 
first adequate blood studies, made approximately one week after 
the last dose of chloramphenicol, demonstrated anemia and de- 
pression of polymorphs and thrombocytes. Subsequent blood cell 
counts showed little alteration, up to approximately two months 
following the cessation of chloramphenicol therapy. Two studies 
of aspirated bone marrow showed a persistently hypoplastic 
marrow. As stated, the bronchiectatic manifestations were well 
controlled, and no drug other than chloramphenicol was taken 
in any significant amount. From the course to date, it seems prob- 
able that the bone marrow depression will persist for some time. 
The prothrombin concentration was 87% of normal. The 
thymol turbidity was 3.7 units, and the reticulocyte percentage 
was 1.1%. The bone marrow was hypoplastic, with cell count 
on smear of aspirated marrow of 21,800 per cubic millimeter. 
The distribution of cells was: polymorphonuclears 27%, meta- 
myelocytes 5%, myelocytes 2%, eosinophils 7%, lymphocytes 
(small) 28%, and normoblasts (all with pyknotic nuclei) 31%. 
An unusually large number of lymphocytes and eosinophils were 
seen. No megakaryocytes were noted. 

During the course of the next two months, without any ther- 
apy, the blood cell counts (five) remained essentially unchanged. 
The white cell count ranged between 4,000 and 8,000, with be- 
tween 26% and 33% polymorphs. The platelet counts ranged 
between 20,000 and 34,000. The reticulocytes were 1.1% to 
1.4%. On April 5, 1951, a second bone marrow study was iden- 
tical with the initial study. 


COMMENT 

The occurrence of an adverse episode, such as bone 
marrow depression or destruction, in the course of treat- 
ment of a disease with a new drug does not, of itself, 
prove the drug to be the cause of the untoward reaction. 
To be considered are the possibilities that the reaction in 
question was a spontaneous one of unknown etiology or 
that it occurred as a manifestation of the original disease 
being treated, or, possibly, that it was an expression of 
an intercurrent disease, not originally recognized. When 
more than one drug is being administered, question may 
arise as to which one is at fault, if any are to blame. When 
a spontaneous ill-effect, such as primary aplastic anemia, 
is a rare occurrence, when the disease being treated 
almost never excites the changes under consideration, 
and when no intercurrent disease that might cause the 
adverse response can be demonstrated, then the drugs 
being used must be carefully considered as the causal 
agents. 
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Certain drugs, which, through experience, are known 
as unlikely to cause the adverse response in question, are 
not usually seriously considered as causal agents. Also, 
if the quantity of a drug being given is extremely small 
or its last administration extremely remote in time, this 
drug is also not likely to be condemned, On the other 
hand, when in the course of treatment of a disease with 
a relatively new drug an untoward reaction occurs and 
other circumstances connected with the case seem un- 
likely as precipitating agents, then the new substance 
falls under suspicion, which grows stronger as clinical 
experience and investigative work in the hands of others 
turns up similar reactions with the same agent. 

In the two cases reported here, chloramphenicol seems 
likely to have been the cause of the hematopoietic 
changes described. Both patients had bronchiectasis, 
fundamentally an infectious process, which almost never 
excites serious depression of the hematopoietic organs. 
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attached amine or nitroradical causing bone marrow de- 
pression in susceptible persons. Chloramphenicol is such 
a chemical; however, in a broad experience in the use of 
chloramphenicol, neither Smadel* nor most other in- 
vestigators have reported serious side-effects from the 
use of this drug (table 2). 

The reported instances of bone marrow depression in 
patients in which chloramphenicol was the suspected 
agent are few. Gill * reported two Cases of infants treated 
for acute salmonellosis with chloramphenicol in whom 
a marked drop in granulocytes developed within a short 
space of time. With the discontinuance of this drug there 
was a prompt return of the granulocytes to a normal level. 
The first of these two patients had been under treatment 
for erythredema by various measures. A subsequent re- 
turn to these measures caused no recurrence of the 
agranulocytosis. The second patient had had no other 
drug than chloramphenicol. 


TABLE 2.—Cases of Bone Marrow Depression Associated with Chloramphenicol Administration 





Duration of 
Adminis- 
tration 
Age of Disease Under (Approxi- 
Author Patient Sex Treatment mation) 
GN Skis ccaviseteasves 13 mo. F Salmonella 12 days 
dysentery 
a 4 mo. M Salmonella 2 days 
dysentery 
VORNE Fy hsiosesscdicacss ll yr. M Typhoid 18 days 
ner 41 yr. M Brucellosis 19 days 
VRE Sicssastietvcdids 14 yr. M Typhoid 9 days 
amebiasis 
et SE 63 yr. M Chronie uri- 12 weeks 
nary tract 
infection 
This report, case 1..... 39 yr. F Chronie bron- 28 weeks 
chiectasis 
This report, case 2..... 87 yr. F Chronie bron- 26 weeks 
chiectasis 


Total 
Amount Duration of 
Given, Treatment on 
Gm. Appearance 
(Approxi- First Sign of of First 
mation) Ill-Effeet Sign Ultimate Result 
6.3 Granulocytopenia ———....... Prompt recovery 
1.75 Granulocytopenia 2 days Prompt recovery 
53 Granulocytopenia, 2 days Recovery after 
anemia 22 days 
53 Reece ht te Prompt recovery 
26 Neutropenia lhe eeee Prompt recovery 
57 Purpura 12 weeks Death 
56 Purpura 26 weeks Death 
52 Lack of energy, 13 weeks Depression of mar- 
epistaxis row elements con- 


tinued over four 
months after last 
dose of chloram- 
phenicol 





Before the onset of the untoward episode no involve- 
ment of the myelogenous tissue was apparent. No inter- 
current disease entity was found that one might possibly 
incriminate as the offending factor. These patients, 
furthermore, had taken almost no medication, aside from 
chloramphenicol, that was at all likely to have created 
the pancytopenia. Hence, on the basis of the criteria 
above stated and the clinical data in these cases, chlo- 
ramphenicol falls under strong suspicion of having been 
the cause of the bone marrow depression. 

From the research laboratory and clinic little evidence 
has been gathered that would tend to incriminate chlo- 
ramphenicol as a drug likely to cause bone marrow de- 
pression. Smith and co-workers! induced a drop in 
hemoglobin and red blood cell count in three dogs that 
received chloramphenicol in propylene glycol intra- 
muscularly, twice daily, five days a week for a total of 
38 doses. Each dog received 72 to 88 mg. per kilogram 
of body weight daily. When the drug was administered 
orally no such reaction occurred. Smadel * called atten- 
tion to the nitrobenzene radical in chloramphenicol and 
its possible toxic effect on the hematopoietic system. 
Kracke and Parker ® early called attention to the pos- 
sibility of drugs containing the benzene ring with an 


Volini and associates * reported two patients treated 
for typhoid and one for brucellosis in whom leukopenia, 
granulocytopenia, and, in one of the patients, severe 
anemia developed. These patients had been under treat- 
ment with chloramphenicol for from 7 to 19 days when 
the blood changes were noted. The drug had been thera- 
peutically effective. Associated with the neutropenia was 
the bone marrow picture of a quantitative decrease in 
granulocytopoietic tissue with maturation arrest of gran- 
ulopoiesis. The one patient with the severe anemia 
showed an additional and similar arrest in the erythroid 
series. In none of these patients were megakaryocytes 
or platelets altered. All of these patients responded 





1. Smith, R. M., and others: Chloromycetin: Biological Studies, J. 
Bact. 55: 425, 1948. 

2. Smadel, J. E.: Chloramphenicol (Chloromycetin) in Treatment of 
Infectious Diseases, Am. J. Med. 7: 671, 1949. 

3. Kracke, R. R., and Parker, F. P.: Etiology of Granulopenia 
(Agranulocytosis), with Particular Reference to Drugs Containing Ben- 
zene Ring, J. Lab. & Clin. Med. 19: 799, 1934. 

4. Gill, P. F.: Agranulocytopenia Following “Chloromycetin”: Report 
on Two Cases, M. J. Australia 1: 768, 1950. 

5. Volini, I. F., and others: Hemopoietic Changes During Admini- 
stration of Chloramphenicol (Chloromycetin), J. A. M. A. 142: 1333 
(April 29) 1950. 

6. Rich, M. L.; Ritterhoff, R. J., and Hoffman, R. J.: Fatal Case of 
Aplastic Anemia Following Chloramphenicol (Chioromycetin) Therapy, 
Ann. Int. Med. 33: 1459, 1950. 
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promptly to a cessation of the drug and to supportive 
measures. 

Rich, Ritterhoff, and Hoffman ° reported a fatal case 
of aplastic anemia following chloramphenicol therapy 
over a period of three months for a urinary tract infec- 
tion. This treatment was continued until purpura was 
noted. At autopsy, in addition to aplasia of the bone 
marrow, an extremely early small carcinoma of the stom- 
ach and a mild chronic pyelonephritis were found. 
It does not seem likely that the incidental pathol- 
ogy noted contributed to the bone marrow changes. In 
all of these cases and in our own two cases, the pre- 
ponderance of evidence seems to indicate that chloram- 
phenicol is the noxious agent in the development of 
myeloid depression. 

Several questions may be raised in regard to the likeli- 
hood of the occurrence of such untoward incidents as 
herein recorded. Does length of treatment play a factor? 
Is total dosage of importance? Our two patients received 
chloramphenicol in 1 gm. doses twice weekly for ap- 
proximately 26 and 28 weeks respectively, thus having 
received a total of 52 and 56 gm. when the first signs of 
bleeding developed. As stated above, our two patients 
were members of a group of bronchiectatic patients who 
were receiving 1 gm. of chloramphenicol for the most 
part, two or three times to, in a few instances, seven 
times weekly, for from | to 14 months. The occurrence 
of this ill-effect in 2 patients out of a total of 62 treated 
according to a similar program constitutes a relatively 
high incidence and further suggests that prolonged ad- 
ministration may be a predisposing factor. In the fatal 
case of Rich and associates, the patient also received 
the drug over approximately 15 weeks (a total dosage of 
approximately 57 gm.). The five other patients from the 
literature herein mentioned received the drug for shorter 
periods. Thus, in the two fatal cases of the seven here 
described chloramphenicol was given over a longer 
period of time. The doses often did not exceed those of 
the patients who survived (table 2). 

In the cases of Volini and his associates,® the- total 
amount given was a sizable quantity. In Gill’s * cases the 
duration of therapy was short but the dose fairly large, 
considering the ages of the patients. Certainly, with such 
a small group of patients, no definite conclusions can be 
drawn as to the questions raised. No doubt, the element 
of individual susceptibility is a large factor here as in 
other drug sensitivities, and one may expect that, if sensi- 
tization occurs in some patients after long treatment, it 
will occur in others in short courses of therapy. 

Considering the observations herein recorded and re- 
ferred to, it seems advisable to keep in mind the pos- 
sibility of an untoward reaction of the nature described 
occurring during the course of chloramphenicol therapy 
and to look for the signs of such a reaction. The question 
then arises as to what one should look for as the signs of 
involvement of the myeloid elements. The clinical evi- 
dences, such as purpuric manifestations resulting from 
thrombocytopenia or secondary rise in temperature as a 
result of bacterial invasion in the wake of granulocyto- 
penia, are signs that occur late in the course of marrow 
depression and are signals of very grave danger. So far, 
experience with chloramphenicol is too limited to know 
what manifestations in the peripheral blood one might 
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expect to find early, when bone marrow toxicity occurs. 
If one can infer from the changes that take place in the 
course of the administration of benzene, a related com- 
pound that has been more thoroughly studied and has 
been observed to depress the myeloid elements, then we 
might expect to find the following expressions in the 
peripheral blood *: (1) early evidences of stimulation 
of various myeloid elements, such as a rise in the red 
blood cell count or an unexplainable increase in leuko- 
cytes; (2) increase in eosinophils; (3) reduction in gran- 
ulocytes; (4) reduction in thrombocytes; and (5) de- 
crease in erythrocytes. These manifestations may vary 
from one person to the next; thus, one patient may show 
a predominant effect in the granulocytic cells and another 
in the erythroid or thrombocytic elements. 

The evidence so far presented in regard to these serious 
effects of the use of chloramphenicol are in themse‘ves 
not enough to condemn a drug proved of such great 
value, and one that has been used in tens of thousands 
of patients without ill-effect; however, at present, certain 
precautions seem definitely indicated during the admin- 
istration of chloramphenicol. Blood cell counts, which 
include studies of the stained smears, should be per- 
formed at least twice weekly. A reduction in granulo- 
cytes, erythrocytes, or thrombocytes below the normal 
leve! should certainly warrant discontinuance of the drug 
and further follow-up observations. Unexplained in- 
creases in the leukocytes, erythrocytes, and eosinophils 
should put one on guard. Study of the bone marrow 
would be of interest, but it is not feasible for ordinary 
practice. Besides, if we can reason by analogy from the 
effect of other drugs that depress the bone marrow, early 
changes in the bone marrow, before distinctive changes 
occur in the peripheral blood, are not apt to be diag- 
nostic. The occurrence of the unfortunate incidents 
herein described or referred to warrants a renewal of 
the investigation of chloramphenicol from the point of 
view of its hematological effect. 


SUMMARY 


Two cases of aplastic anemia, one of them fatal, oc- 
curring in the course of chloramphenicol administration 
are described. Five other instances of untoward hemato- 
logical effect, seemingly the result of chloramphenicol 
administration, are described. Certain precautions to be 
taken when the drug is administered are recommended. 
Further observation on the hematological effect of chlo- 
ramphenicol are suggested. 


123 N. San Vicente Blvd., Beverly Hills (Dr. Kahn). 


7. Hamilton, A.: Benzene (Benzol) Poisoning, Arch. Path. 11: 434 
(March) 1931; ibid. 11:601 (April) 1931. 





Science Versus Art.—I am well aware that in these days, when 
a student must be converted into a physiologist, a physicist, 
a chemist, a biologist, a pharmacologist, and an electrician, 
there is not time to make a physician of him. That consumma- 
tion can only come after he has gone out in the world of sick- 
ness and suffering, unless indeed his mind is so bemused, his 
instincts so dulled, his sympathy so blunted by the long process 
of education in those sciences, that he is forever excluded from 
the art of medicine, which was to Hippocrates “the art” of all 
arts.—Sir Andrew MacPhail, The Source of Modern Medicine, 
Brit. M. J. 1932, quoted in Robert Coope, M.D., The Quiet 
Art, London, E. & S. Livingstone Ltd. (Baltimore, The Williams 
& Wilkins Co.), 1952, p. 28. 
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DIAGNOSIS OF HERPES SIMPLEX 


FIXATION 


235 


INFECTIONS BY THE COMPLEMENT 


TEST 


D. Carleton Gajdusek, M.D., Boston, Mary Louise Robbins, Ph.D., Washington, D. C. 


and 


Frederick C. Robbins, M.D., Boston 


Herpes simplex is among the most ubiquitous of 
viruses capable of infecting man, and the clinical mani- 
festations of the infection it induces are various. Until 
recently no simple and rapid serologic test has been 
available by which the antibody response to infection 
with this virus could be determined. When serologic 
studies have been carried out, the virus neutralization 
test usually has been employed, although antigens for 
use in complement fixation and skin tests have been de- 
scribed. 

The present study was undertaken to explore the value 
as antigens in the complement fixation test of amniotic 
and allantoic fluid from infected chick embryos. When 
such materials were shown to be effective in this respect, 
the reliability of the test as a diagnostic procedure and as 
a tool for the epidemiological study of herpes infections 
was investigated. Earlier workers who applied comple- 
ment fixation tests to the assay of herpes antibody used 
antigens prepared from herpetic crusts and herpetic 
vesicle fluid,' infected rabbit brains,’ or infected foot 
pads of guinea pigs.* A priori it would seem that anti- 
gens derived from these sources would be more difficult 
to prepare and to standardize than egg antigens. 

In 1949 Hayward * described a complement fixation 
test for herpes, using as antigen extraembryonic fluids 
and suspensions of chorioallantoic membranes from 
herpes-infected chick embryos. She showed that the 
complement-fixing antigen remains in solution after re- 
moval of the infective particles by sedimentation in the 
ultracentrifuge. She could discern no antigenic differ- 
ences among several strains of herpes virus which she 
examined. In 1950 Dudgeon * reported successful com- 
plement fixation with herpes antiserums using similar 
egg antigens, and he studied cases of primary and recur- 
rent herpes simpiex infection using a suspension of 
herpes infected chorioallantoic membranes as antigen. 
Fowler ** also has described the use of infected allan- 
toic fluid as antigen in complement fixation tests. 
Coriell and his associates * have recently informed us 
that they have successfully employed as antigen a sus- 
pension of the amniotic sac from embryos infected with 
herpes simplex virus. 

Since this study was made, Afzelius-Alm “* has re- 
ported his use of the complement fixation test employing 
both herpes-infected mouse brain and chick chorioallan- 
toic membrane antigens in a study of aseptic encephalo- 
meningitides. He considered the neutralization test on 
chick embryo chorioallantoic membranes with the use of 
a strain of herpes simplex that gives good pock-lesions 
to be superior to the complement fixation test with either 
antigen. In view of our results and those of others, it 
seems possible that he unfortunately used a strain of 
herpes virus that gave a poor complement-fixing antigen 
in eggs. 


Our studies during the past two years have confirmed 
and extended Hayward’s observations. Using infected 
amniotic fluid as antigen we have investigated the devel- 
opment of complement-fixing antibody in the serums of 
animals immunized with herpes simplex virus and in 
patients with proved herpetic infections. The results of 
complement fixation tests on the serums of human sub- 
jects have been correlated with the clinical histories and 
the types of infection observed. 


METHODS 

Antigens for the complement fixation test were prepared by 
two different methods with the use of two strains of herpes 
simplex virus, i. e., the LF strain and the Z strain. Most of the 
tests on human serums were done with the Z strain antigen. In 
neutralization tests the LF strain or the RE strain of herpes 
was employed. 

Origin of the Strains —LF Strain: The LF strain was isolated 
from a case of herpes genitalis in 1924 by LeFevre and Mc- 
Kinley. This strain has been studied by several investigators.’ 
It has previously undergone many passages in the brains of 
rabbits, and more recently it has been propagated serially on 
the chorioallantoic membrane of the chick embryo. 

Z Strain: The Z strain of herpes simplex was isolated by us 
in December, 1949, from a patient with acute primary herpetic 
gingivostomatitis. Isolation was accomplished on the scarified 
cornea of a normal rabbit. Keratitis failed to develop in a herpes- 
immune rabbit simultaneously inoculated with the same ma- 
terial. In the normal rabbit typical herpetic keratitis with 
conjunctivitis appeared on the third day after inoculation. Three 
and one-half weeks later, when the animal was killed, corneal 
scarring was present. 
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Evidence that the agent was herpes simplex virus was afforded 
by the production of typical lesions. of herpes on the chorioal- 
lantoic membrane of the chick embryo. Furthermore, comple- 
ment-fixing antibody that reacted with the known LF strain of 
herpes virus was shown to develop during convalescence in the 
serum of the rabbit used for isolation. Results of complement 


TABLE 1.—Results of Herpes Complement Fixation Test 
on Animal Serums 


Serum Titers 
— 





pe 
Before Infection After Infection 
A A... 





—~ 7 

Rabbit No. LF Antigen Z Antigen LF Antigen Z Antigen 

Bivesksevdesededoades No specimen 32 64 

Riiicdekeousioieiense No specimen OF 64 

Dititedamipemenedawes 0 0 16 32 

4 (Z strain isol.).... 0 0 16 64 

Desddbasadestsinvecce 0 0 No specimen 

6 (Vaccinia isol.).... we 0 0 

7 (Vaccinia isol.).... 0 0 
Guinea Piz No. 

Devensccaviceeccontes 0 128 “ 

Witseticsvesvousceses 0 128 32 

Wokesbehoeeuedsenpeds 0 oe 128 32 

Diesadienwnncesomres 0 0 32 16 

Pighssuertiosussosavs 0 0 8 8 

Dr adadssddecestcesves 0 0 64 82 


fixation tests on specimens of acute and convalescent serums 
from the patient yielding this virus indicated that antibody re- 
acting with the homologous and heterologous LF antigens 
emerged during convalescence. 

Material from the infected rabbit’s eye was inoculated with 
penicillin and streptomycin into the amniotic sac of 8-day chick 
embryos in which the virus was subsequently carried through 10 
serial passages, with the use of undiluted amniotic fluid as in- 
oculum. Most of the embryos of the first two passages survived 
72 hours or longer after inoculation. In the subsequent passages 
most of the embryos appeared either very sick or died within 
48 hours. The LDw titer in mice and amniotic fluids from the 
10th egg passage was, in most instances, determined as 10-4 
or 10°, 

Preparation of Herpes Antigens.—LF Strain: Amniotic fluid 
for use as antigen was obtained by inoculation via the yolk sac 
of 9-day chick embryos. Inoculums consisted of infected amni- 
otic fluid from previous passages. Preliminary studies showed 
that the yield of virus was greater in the amniotic fluid after 
yolk sac inoculation than after intra-amniotic inoculation. 
Amniotic fluids were harvested from surviving embryos when 
approximately 25% of those inoculated had already died. This 
situation was usually encountered on the fourth day after in- 
oculation. This procedure was adopted because fluids derived 
from dead embryos infected with this strain often proved un- 
satisfactory as antigens in the complement fixation test. The in- 
fectivity titers on the chorioallantoic membrane of amniotic 
fluids following storage at -20 C averaged approximately 2.4 
10-7. The titer of complement-fixing antigen in such pools has 
been determined as 1:1 or 1:2 in the presence of guinea pig or 
human antiherpes serums. Serum dilution titers using such anti- 
gen undiluted or diluted 1:2 have usually ranged between 1:8 
and 1:256. 

Z Strain: The pooled amniotic fluids from the 9th or 10th 
amniotic passages, harvested two days after inoculation of 8-day 
embryos, used as antigen in the complement fixation test. Lots 
af antigen prepared at different times when diluted 1:8 or 1:16 
have fixed complement with rabbit and human antiherpes serums. 





8. Enders, J. F., and Levens, J. H.: Mumps in, Diagnostic Procedures 
for Virus and Rickettsial Diseases, New York, American Public Health 
Association, 1948, pp. 139-164. 

9. Reed, L. J., and Muench, H.: A Simple Method of Estimating 50 
Per Cent Endpoints, Am. J. Hyg. 27: 493-497, 1938. 

10. Paul, J. R.: The Filterable Viruses, in Laboratory Methods of the 
United States Army, edited by J. S. Simmons and C. J. Gentzkow, ed. 5, 
Philadeiphia, Lea & Febiger, 1944. 

11. Dr. Isaac Ruchman, Children’s Hospital Research Foundation, 
Cincinnati, provided the serum from patients 4, 13, and 14 and the 
neutralization indexes on these serums, which he determined with the use 
of the RE strain of virus. 
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Allantoic fluid and yolk sac material from embryos inoculated 
into the amniotic sac have also been found to afford antigens 
comparable to the amniotic fluid in activity. Moreover, fluids 
from embryos dead for several hours have proved as satisfactory 
as fluids from living embryos. However, only infected amniotic 
fluid diluted 1:4 has been used as antigen in this study. 

Infected allantoic and amniotic fluids have been stored at —2() 
C for nine months with little decrease in antigen titer. Heating 
at 57 C for 30 minutes has reduced the titer by a factor of ? 
to 4. 

Procedure of Complement Fixation Test—Complement fixa- 
tion tests have been performed according to the technique out- 
lined by Enders and Levens for mumps.* The end point was 
taken as the highest initial serum dilution giving fixation ot 
3+ or 4+. The standard controls have been included in each 
titration. 

Preparation of Immune Rabbit Serum.—Two or more weeks 
after corneal inoculation with herpes simplex virus, rabbits were 
bled and the serum removed from the clotted blood. The serum 
was stored at approximately -15 C. 

Preparation of Hyperimmune Guinea Pig Serums.—Immune 
serums were prepared by intraperitoneal inoculation of guinea 
pigs with a 10% suspension in saline of the brains of mice dying 
after intracerebral inoculation with herpes LF. Injections were 
given at intervals of four or five days and serums collected at 
these occasions. The high titer serums used in the present study 
were obtained after three to eight injections. 

Neutralization Tests—The virus-neutralizing capacity of 
many of the serums which have been tested for complement- 
fixing antibodies was determined. Prior to use in the neutral- 
ization test the LF strain had been readapted to mice by seven 
intracerebral passages. The LD» titer of pooled eighth passage 
mouse brain was 10-*-® as calculated by the method of Reed 
and Muench.® Decimal dilutions of this virus suspension were 
prepared in physiological saline solution containing 10% rabbit 
serum mixed with equal quantities of test serums in 1:2 dilution 
(including known negative serum as a control), and incubated for 
two hours at 37 C. Each mixture was then inoculated intra- 
cerebrally into mice. After an observation period of 21 days, 
LD» titers were calculated and neutralization indexes were com- 
puted according to the method described by Paul.!° Neutraliza- 
tion titers rather than indexes were determined for the hyper- 
immune guinea pig serums mentioned in table 2 by using serial 
dilutions of the serums and constant amounts of 10-! dilution 
of herpes LF-infected mouse brain." 


EXPERIMENTS 


Immunized Animals.—Complement fixation tests 
with LF and Z antigens on normal and antiherpetic rab- 
bit and guinea pig serums demonstrated that antibody 
regularly develops after inoculation of the virus. From 


TABLE 2.—Comparison of Neutralization Titers and 
Complement-Fixing Titers on Guinea Pig Serums 


Serum Titers 
A. 





Cn 





Before After 
Immunization Immunization 
—Oaeo A 
Compk- ‘Comple- 

ment Neutral- ment Neutral- 
Guinea Pig No. Fixing ization Fixing ization 

Divtsctevecopectdovrbedbes 0 8 128 2,048 

Dac avieiediienieciadieaen 0 0 128 1,510 

ES EE See ee 0 0 128 1,478 

Caidecesibe neta den dbeeren 0 4 32 1,024 


the data presented in table 1 it will be seen that herpes 
immunt rabbit and guinea pig serums exhibit comple- 
ment-fixing titers ranging from 1:8 to 1:128. The lowest 
(1:8) titer was recorded for the serum of guinea pig 5, 
which had received only three injections of the virus. 
The virus-neutralizing titers of several herpes immune 
guinea pig serums against the LF antigen are compared 
in table 2 with the complement-fixing titers of the same 
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serums. It is evident that, when present in significant 
concentration, both antibodies were constantly associ- 
ated, although the ratio of their respective titers was 
not always the same. 


TABLE 3.—Results of Complement Fixation Test in Patients 
with Suspected Primary Herpes Simplex Infections 


Complement 


Case Period After Fixation 
No. Age, Yr. Onset Titer 
Acute Gingivostomatitis 

L cvtedeadeacecenespeesdeuet 3 2 days 0 
14 days 64 
14 mo. 16 
9D cdisbessédieiesesadessmied 5 4 days 0 
21 days 64 
Sen Re sila bcaer very tdedie 4 Ist wk. 16 
2nd wk. 128 
BO ndkdcksvebinnersetebinsn 2 7 days s 
17 days 64 
©. camihsebhndeGntewnmes Adult 2 days 0 
12 days 16 
14 days 64 
O. cccudesssvenvacttieieetes 4 5 days 0 
1 mo. 32 
4 mo. 32 
Dictnewdesci nevis cemstone 3 3 days 0 
6 days 8 
15 mo. 16 
DR cceedtewtinsnes<seksinere 2 4 days 8 
11 days 32 
12 mo. 32 
Dikécmasebacesessseebedsaeee 4 5 days 0 
8 mo. 32 

ee cceinsdesiienswens 4 Ist wk. ov 
18 days 256 
DE. ch dicadwabadbhecdsvaicwes 1 16 mo. 16 

Eezema Herpeticum 

We ikkccns caeerd hanankswseeen 23 mo. 7 days 0 
4 mo. 32 
ng SE ee 9 mo. 8 days 0 
41 days 256 
iii detects dees esisecatains 2 5 days 16 
1 mo. 128 


Wicdcsueee tieine cin sécendiin 16 mo. 1 day 32 


8 days 32 
18 days 32 
3 mo. 16 
Wisc dkeaccaccecendedseveeess 30 mo. 6 days 32 
13 days 32 
1 mo. 32 





*Serums from Dr. Isaac Ruchman, The Children’s Hospital Research 
Foundation, Cincinnati. 
t Specimen lost. 


Primary Herpetic Infections in Man.—Complement- 
fixing antibody titers obtained with the serums from 16 
cases of suspected primary herpes simplex infection in 
human subjects are given in table 3. The diagnosis in 
11 of these 16 cases was based on clinical criteria as 
primary herpetic gingivostomatitis, and in five as gen- 
eralized cutaneous infection which complicated atopic 
eczema in infancy or early childhood. Herpes simplex 
virus was isolated from nine of these patients (cases 1 
through 4 and 10 through 14). For comparison, two 
cases of eczema vaccinatum from which vaccinia virus 
was isolated are included with the three proved cases of 
eczema herpeticum. 

In five cases (4, 5, 10, 13, and 14) virus neutraliza- 
tion tests on early and late specimens of serum revealed 
rises in antibody sufficient to warrant the serologic diag- 
nosis of infection with herpes simplex virus. 

It is apparent that antibody may be present as early 
as the fourth day of disease and that by the 11th day 
titers of 1:16 or higher were obtained in all of these 
patients. In those cases in which the development of 
antibody de novo was not demonstrated, a fourfold or 
greater increase in titer was recorded. Serums from five 
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additional cases of acute stomatitis not mentioned in 
table 3 were likewise tested for complement-fixing anti- 
body. In the first specimen, drawn on the 11th day from 
each patient, a high level of antibody was found which 
was not exceeded in later specimens. 

Herpetic complement-fixing antibody was present in 
specimens of the serums from two patients with eczema 
vaccinatum taken on the first and sixth days of the illness. 
No increase in antibody was demonstrated in specimens 
obtained during convalescence. It is probable, therefore, 
that in one, or possibly both, of these patients primary 
infection with the herpes simplex virus preceded infec- 
tion with the virus of vaccinia. 

Herpes simplex virus was isolated from cases 1, 3, 
and 11 in rabbits 4, 3, and 2, respectively, and the vac- 
cinia virus from cases 15 and 16 in rabbits 6 and 7 
(table 1). Inoculation of these viruses onto the chorio- 
allantoic membrane resulted in lesions characteristic of 
herpes simplex and vaccinia. Herpes complement- 
fixing antibody appeared in high concentration in the 
serums of the three rabbits infected with herpes virus 
and failed to develop in the two rabbits infected with 
vaccinia. Thus, the complement fixation test applied 
to the serums of rabbits used for isolation of the virus 
has provided confirmatory diagnostic evidence. 

This procedure also proved of value in identifying 
the etiologic agent in two additional cases of infected 
eczema not included in table 2, since no complement- 
fixing antibody titers for the patients’ serums were avail- 
able. The serum from one patient contained much anti- 
body which reacted with uninfected amniotic fluid and 
obscured the complement fixation results. Failure of the 
rabbit in which the virus from this child was isolated to 
show herpes antibody suggested that the agent was vac- 
cinia, and this was confirmed by its cultivation on the 
chorioallantoic membrane. The rabbit inoculated with 
material from lesions of the second case subsequently 
presented a high titer of herpes complement-fixing anti- 
body, and the virus in this case was shown to be herpes 
simplex. 


TABLE 4.—Results of Herpes Complement Fixation Test in 


Diseases Other Than Herpes Simplex 
Cases 
Showing 
Increase 
Herpetic in 
Antibody Herpetic 
Total ————__, Anti- 


Diagnosis Cases Present Absent body 
EE ccd cimmbeandneataiedabaannmete 2 0 2 0 
Infectious mononucleosis................ 2 1 1 0 
EE Said de cobs Nokes scuebbewdvnses hee 3 1 2 0 
DD cdencsddgusectdesdcestdebediesseuse 1 0 1 0 
IED  .oweduscdehosabdnsnsnees a 6 2 4 0 
Herpangina (Coxsackie)................. 4 1 3 0 
Eezema vaccinatum (vaccinia).......... 3 2 1 0 
Lupus erythematosus disseminatus.... 1 0 1 0 
Erythema multiforme exudativum..... 3 1 2 0 
nbs sdb bibs chesceseecscecessese 25 8 17 0 


In two patients the level of complement-fixing anti- 
body remained elevated for 12 and 15 months after acute 
gingivostomatitis, although no history of intervening 
attacks of herpes labialis or other form of herpetic infec- 
tion could be elicited. ) 

Nonherpetic Diseases—In table 4 are summarized 
the results of herpes complement fixation tests on 25 
pairs of acute and convalescent serums from patients 
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with diseases not caused by the virus of herpes simplex. 
Complement fixation tests on the serums of two cases of 
mumps and four of herpangina revealed an increase in 
titer with the homologous virus. The etiologic agent was 
isolated in each instance in the cases of herpangina '” 
and vaccinia and one case of poliomyelitis. 

No herpetic antibody was present in either the acute 
or convalescent serum of 17 of the patients. In eight, 
significant amounts of herpes antibody were found, but 
no increase in this factor was demonstrated during con- 
valescence. . 

Two patients with erythema multiforme exudativum 
(Stevens-Johnson syndrome) exhibited no rise in anti- 
body. In one of these, indeed, no antibody reacting with 
herpes virus antigen was discerned in any of the serum 
specimens. These negative findings are of interest in 
view of the report by Morgan and Finland ** of the 
isolation of herpes simplex virus from the lung tissue of 
a patient with this disease. 

Recurrent Herpes Labialis—Table 5 summarizes the 
results of complement fixation tests on the serums from 
31 patients with reliable histories of recurrent herpes 
labialis. For comparison, the results of tests on the 
serums of 20 patients who gave no history of herpetic 


TABLE 5.—Results of Complement Fixation Tests on Serums of 
Patients According to History of Recurrent Herpes Labialis 
No. with No. with 
Significant No C.F. 
History C. F. Titer Titer Total 
I none coeeeshucnarvent 30 31 
SN asin divonswedeucie nares 3 1 20 


<a! 


infection in any form after exhaustive questioning are 
likewise included. In both series, many of the patients 
were children. 

The serums of all but one of the 31 patients with 
reliable histories of recurrent herpes labialis contained 
herpes complement-fixing antibody in titers ranging be- 
tween 1:8 and 1:64, and all but one of these 30 positive 
serums fixed complement in a dilution of 1:16 or higher. 
Eight patients showed titers of 1:64. The serum from 
the only child with clinical recurrent herpes labialis that 
failed to fix complement likewise contained no detect- 
able neutralizing antibody. 

Of the 20 patients giving no history of any form of 
herpetic infection, three had demonstrabie herpes anti- 
body, in titers ranging from 1:4 to 1:16. Only patients 
who gave histories that appeared to be reliable or, in the 
case of children, those whose parents appeared to be 
good observers, were included in this group. Accord- 
ingly, the infrequent occurrence of antibody in these 
patients would suggest that antibodies to herpes simplex 
develop in few persons without the manifestation of some 
form of herpetic-like lesions. 





12. The viruses were isolated by Drs. Robert J. Huebner and Edward A. 
Beeman, Laboratory of Infectious Diseases, Microbiological Institute, 
National Institutes of Health, Bethesda, Md., who supplied us with the 
serums from these cases. 

13. Morgan, H. R., and Finland, M.: Isolation of Herpes Virus from 
a Case of Atypical Pneumonia and Erythema Multiforme Exudativum: 
with Studies of 4 Additional Cases, Am. J. M. Sc. 217 :92-95, 1949. 

14. (a) Scott, T. F. M.: Diseases Caused by the Virus of Herpes Sim- 
plex, in Viral and Rickettsial Infections of Man, edited by T. M. Rivers, 
Philadelphia, J. B. Lippincott Company, 1948. (b) Anderson, S. G., and 
Hamilton, J.: The Epidemiology of Primary Herpes Simplex Infection, 
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In our experience careful and exhaustive questioning 
with respect to stomatitis and recurrent nasal, facial, 
genital, or labial lesions compatible with those induced 
by herpes simplex virus usually results in the recollec- 
tion by patients or parents of one or another of these 
conditions. Such persons on first, cursory questioning 
frequently do not recall having an earlier stomatitis or 
recurrent lesion. This may account, in part at least, for 
the frequent lack of correlation between the presence of 
virus-neutralizing antibody and a positive history of her- 
petic infection which others have reported. Our own 
experience, however, suggests that in certain cases inap- 
parent infection may occur as indicated by the presence 
of complement-fixing antibody in the serums of three 
persons whose negative statements appeared to be trust- 
worthy.'# 

Comparison of Complement-Fixing Antibody Titers 
Using LF and Z Antigens.—Thirty-two human serums 
have been tested for capacity to fix complement in the 
presence of both LF and Z antigen. Seven rabbit and 
eight guinea pig serums have been titrated with the two 
antigens and the results recorded in table 1. All serums 
that failed to fix complement with one antigen have 
failed to do so with the other. In most instances the 
titers of human and animal serums have been identical 
or differed from each other by a factor of 2. In a few 
cases they have diverged by a factor of 4. Titers of the 
serums of animals immunized against either the LF or Z 
virus appeared to be slightly higher in the presence of the 
homologous antigen. 

Comparison of Complement-Fixing Antibody with 
Neutralizing Antibody Titers.—In addition to the tests 
for neutralizing antibody on the serums of guinea pigs 
1 through 4 mentioned in table 2, neutralizing indexes 
have been determined for 28 human serums on which 
titrations for complement-fixing antibody were also car- 
ried out. The results show that, wherever high neutraliz- 
ing indexes were encountered, complement fixation titers 
were also elevated. Where very low neutralizing indexes 
were recorded, herpes complement-fixing antibody was 
not detectable. No precise quantitative relationship, how- 
ever, was found between the neutralizing index level and 
the complement-fixing antibody titer. 

We observed one patient with eczema herpeticum in 
whose serum taken in the acute phase herpes comple- 
ment-fixing antibody was not present, although it con- 
tained a significant concentration of neutralizing anti- 
body. In a specimen taken during convalescence, 
however, an increase in neutralizing antibody was dem- 
onstrated along with the presence of a large amount of 
complement-fixing antibody. 


COMMENT 


Our experiments show that there is a close correla- 
tion between the results of the complement fixation test 
for herpes antibody and those of the neutralization test. 
This fact is of significance in the evaluation of the com- 
plement fixation test as a useful diagnostic procedure in 
suspected herpes infection. In every case of primary 
herpetic infection in man or the rabbit that we have 
studied, herpes complement-fixing antibody was present 
in the convalescent serum specimens. Moreover, an in- 
crease of fourfold or more in the concentration of this 
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antibody has been demonstrated during the course of the 
disease in every case in which the earlier serum specimen 
was obtained during the first week after the onset. In 
other acute diseases, including generalized vaccinia 
(eczema vaccinatum) and erythema multiforme exu- 
dativum (Stevens-Johnson syndrome) an increase in 
herpes antibody did not occur. These findings suggest 
that the complement fixation test performed in the man- 
ner we have described is comparable in accuracy as a 
diagnostic method with the virus neutralization test. 
Furthermore, the complement fixation test is more rapid 
and simpler to perform than the test for neutralizing 
antibody, which in the past has been employed in most 
of the serologic studies of herpes simplex infections. 
From the standpoint of the physician it would be desir- 
able to have available a convenient method whereby the 
possibie role of the herpes virus could be determined 
in the following conditions: acute or recurrent stoma- 
titis, other acute or recurrent vesicular eruptions of the 
skin or mucosa, keratitis, and lymphocytic meningitis. 
The complement fixation test would appear to provide a 
method of this sort. Thus, in cases in which the develop- 
ment or significant increase of herpes antibody can be 
demonstrated, this finding is compatible with a diagnosis 
of primary herpes simplex infection. In accordance with 
widely accepted practice, we may regard an increase of 
fourfold in antibody concentration as significant. When 
the illness in question is recurrent or has already been 
in progress for over one week, the resuit of a single test 
for complement-fixing antibody may be of aid in exclud- 
ing the possibility of herpes simplex infection when no 
antibody is found in the serum. If, however, significant 
amounts of antibody are present under such conditions, 
no conclusion can be drawn other than that the patient 
has previously been infected with the virus (except in 
the case of a young infant, where placental transmission 
of antibody from the mother is possible )."* 

Recently several groups of workers have questioned 
whether the virus of herpes simplex is responsible for 
many cases of recurrent gingivostomatitis '* and of soli- 
tary intraoral ulcers (recurrent aphthous ulcers).'* Of 
six patients that we have examined with recurrent 
stomatitis and without any history of herpes labialis or 
other recognizable form of recurrent herpetic infection, 
four were found to have complement-fixing antibody in 
their serum. In these four cases the possibility remains 
that herpes virus was the etiologic agent. In two cases, 
however, no complement-fixing antibody could be de- 
tected. It is unlikely, therefore, that this virus was 
responsible for the disease. 

Similarly, in serums from patients with frequent 
attacks of intraoral ulcers which are often called 
“aphthous,” we have often failed to detect herpes 
complement-fixing antibody, and thus we must suspect 
other causes than the herpes virus for these lesions. 
Since similar oral ulcers are, however, frequently found 
in association with attacks of herpes labialis and since 
they also may occur in persons who never had labial 
herpes but whose serums give positive reactions for 
herpes complement-fixing antibody, it is possible that 
some cases of recurrent herpes may be manifested only 
by such recurrent solitary intraoral (aphthous) ulcers. 
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From the heterogeneous group of intraoral infections 
still inadequately classified in respect to the etiologic 
agent, certain entities are gradually being distinguished. 
Primary herpetic gingivostomatitis and recurrent her- 
petic stomatitis have been clearly delineated.'** The non- 
herpetic origin of some cases of acute infectious stoma- 
titis has been established.'’ Viruses belonging to the 
Coxsackie group have recently been isolated from a 
condition now defined as herpangina.'* Further investi- 
gation of cases of recurrent stomatitis and of recurrent 
solitary oral (aphthous) ulcers may ‘eveal hitherto un- 
recognized agents capable of giving rise to such lesions. 

The effect of recurrent attacks of herpes on the level 
of virus-neutralizing antibody has been studied by pre- 
vious investigators.'® In general it has been found that 
such attacks do not significantly alter the concentration 
of that antibody. During our study we have collected 
serums from several patients who have recurrent herpes 
labialis at varying time intervals after the appearance of 
the lesions. Not more than a twofold variation has been 
recorded in antibody titer between serum specimens 
from any one subject. Thus, with this technique for 
measuring complement-fixing antibody, no shift of anti- 
body level has been demonstrated either in the direction 
of a decline coincident with exacerbation of the lesions 
or in the direction of a rise following their subsidence. 
Furthermore, there appeared to be no correlation be- 
tween the complement-fixing antibody titer and the fre- 
quency of attacks of herpes labialis. 


SUMMARY 


1. A complement fixation test for antibody to the 
virus of herpes simplex is described. The antigen is pre- 
pared from infected extraembryonic fluids of chick em- 
bryos inoculated intra-amniotically or by way of the yolk 
sac. Infected amniotic fluid has been used in this study, 
but allantoic fluid has also been shown to provide a satis- 
factory antigen. Antigens prepared from two different 
strains of herpes virus have been used: the LF and the Z 
strains. 

2. The appearance or increase of herpes complement- 
fixing antibody in the serum of man, rabbit, and guinea 
pig has been shown to occur regularly following primary 
infection or immunization with the virus of herpes 
simplex. 

3. An increase in complement-fixing antibody titer 
of fourfold or greater between acute and convalescent 
specimens can be regarded as compatible with the diag- 
nosis of primary infection with the virus of herpes sim- 
plex. 

4. Complement-fixing antibody may appear by the 
fourth day after primary infection, and it may persist in 
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antibody was found to be present, whereas this antibody 

































































exacerbations of herpes. was only seldom encountered in the serums of persons a 
5. The presence or absence of herpes complement- who could give a reliable history of having had no her. achi 
fixing antibody has coincided with the presence or petic infection. 
absence of significant quantities of virus neutralizing 8. The results of complement fixation tests suggest 
antibody. An increase in complement-fixing antibody that recurrent, stomatitis and recurrent oral ulcers Ii 
has accompanied an increase in neutralizing antibody in (aphthous) are not always caused by the virus of herpes get 
primary herpetic infections. simplex, although in some instances this virus may be orde 
6. In certain nonherpetic diseases, including gen- the etiological agent. ‘ fess! 
eralized vaccinia, herpangina, and erythema multiforme 9. The complement-fixing test with antigen prepared thei 
exudativum (Stevens-Johnson disease), no change was from infected chick embryos appears to offer the simplest this 
observed in the titer of herpes complement-fixing anti- and most rapid means of establishing the diagnosis jn tran 
body between acute and convalescent serum specimens. primary infections caused by the virus of herpes simplex. disc 
7. In the serums of persons with manifestations of The procedure further offers a means of studying the epi- reas 
recurrent herpes infection, such as herpes labidlis, demiology of herpetic infections to supplement the infor- esta 
herpes facialis, and herpes genitalis, complement-fixing mation obtained by other methods. ing 
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PART 3: PLANNING FOR THE MIDDLE YEARS, THE SUCCESSFUL PHYSICIAN sho 
all 
W. S. McClanahan, Chicago mil 
ava 
This is the third of a series of articles being developed for lars, but require a smaller percentage of his total income. 
physicians who are interested in problems relating to economic He will find that, even after satisfying the increasing de- cor 
security in their business and home activities. Other articles on . 
estate planning and insurance will be published in THE JouRNAL mands of the tax collector, there will be some surplus the 
soon.—Epb. earnings above family living expenses. What to do with acc 
) these funds by way of investment will have become one im 
In the second article of this series," I examined the of his most troublesome problems. tax 
financial situation of the young physician as he entered The modest home that he purchased as he entered an 
practice and outlined the general principles that he practice will be fully paid for now, or will have been sold lev 
should follow in oe ® sound estate plan. Let es and the proceeds used to acquire a larger and more ex- the 
assume that the physician has reached the middle years a 4 hishs Ghee: eunn ath te ; an 
of his practice and has achieved at least average success eng soni ell ac cenelsengwabion KE 0) ealbitnenttg yal bu 
pe hey : ebt. The small emergency reserve that he struggled so 
in his profession; that he has accepted the general prin- atl ti Del i aeteeaiinn A , ‘Il h th 
ciples suggested, has set the goals for his financial and ard to bulld anc maintain in carly years will Rave been th 
estate plans, and has taken some of the steps to carry merged in the substantial bank balances now carried in th 
out those plans. What further steps should he take both his business and personal accounts. The original te 
through these middle years to keep his plans up to date, life insurance policy, which was his first bulwark against di 
balanced, and workable? the hazard of premature death, will have multiplied sev- : 
First, let’s look at the family situation and the financial eral times over. Most of the term or temporary insurance 
status of the physician as it might appear during these will have been converted to permanent coverage, which " 
years. The physician may be in his mid-40’s to 50’s and includes investment features. A modest list of investments ‘ 
will have been in practice 15 to 25 years. There may be will have been acquired, which may include savings ac- “ 
two or more children whose ages range from 10 to the counts, bonds, stocks, investment trust share, annuities, in 
early 20’s. The older children will have developed suf- real estate mortgages, and city or farm real estate. In " 
ficiently as personalities so that plans for their education other words, the physician will have arrived at the point : 
and careers can be formulated. The younger children where he feels a growing sense of financial security, and 0 
may have several years of expensive education ahead of his colleagues and neighbors begin to refer to him as a 
them and not even a nebulous idea of what business or “successful” or “prosperous” member of the community. ; 
profession they wish to enter. — : It is in these middle years of his practice that sound Di 
The physician’s earnings will have increased sub- estate planning becomes of paramount importance to the W 
stantially over those first few years of practice, when in- physician. In his earlier years, it was important to lay the te 
come seemed so small and family expenses loomed so foundation for a sound estate plan and to become ac- p 
large. Akhough family ee eryrebe dexp ge have quainted with the professional advisers (lawyer, life 
ane eased as the children joined the family group, income underwriter, trust officer, and accountant) who could a 
will b = kept pace and probably forged ahead. The help to keep it up to date. But in those early years he t! 
physician will find that family expenses take more dol- was really dealing with expectancies; he was planning for P 
Member of the Illinois Bar and Assistant Vice-President, Lake Shore property not yet acquired and an estate not yet created. I 
National Bank. Now, in the middle years, he is analyzing present prob- t 


1. McClanahan, W. S.: Estate Planning For Physicians: Fundamentals, 


The Young Physician’s First Plan, J. A. M. A. 149: 59 (May 3) 1952. lems; he is planning an estate already acquired and being 
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increased each year. He is planning for a retirement that 
is no longer a distant and misty horizon, and the time to 
achieve the chosen objectives is getting all too short. 


EFFECTS OF TAXES ON ESTATES 


In the middle years, the physician must take steps to 
set his financial house in order and to keep it there. In 
order to do this he must seek advice oftener from his pro- 
fessional advisers and place an increasing reliance on 
their judgment and experience. One of the reasons for 
this is the increasing importance of taxes in his financial 
transactions. Very little emphasis was placed on taxes in 
discussing the young man’s first plan for the very good 
reason that taxes would have much less effect on his 
estate plans. Although income taxes have been increas- 
ing rapidly and steadily in the past few years, the young 
man with a modest income still retains about five-sixths 
of that income for his own use. But as the physician 
reaches the middle years and his earnings increase sub- 
stantially, he will become painfully aware that income 
taxes take a very large portion of his income. He will, or 
should, seek the advice and counsel of his accountant on 
all major financial transactions, in order to reduce and 
minimize the effect of these taxes by every legal means 
available to him. 

But income taxes are not the only taxes that must be 
considered in estate planning. There are many others 
that affect estate plans, and the physician should become 
acquainted with the most important of them. First in 
importance is the group commonly known as “death 
taxes,” which are levied by both the federal government 
and each of the states. Next is the “gift tax,” which is 
levied by the federal government and about one-fourth of 
the states. Also of some importance are the income taxes 
and personal property taxes levied by some of the states,* 
but these vary so widely that only a general reference to 
them can be made. This discussion will be confined to 
the death taxes levied by the federal government and by 
the states. There will be some reference to federal income 
taxes and, in a later article, the federal gift tax will be 
discussed. 

For the physician who has reached the middle years, 
no sound estate plan can ignore the effect of taxes on 
every financial transaction made or contemplated. And 
the time to seek the advice of the lawyer, the trust officer 
and the accountant is before the transaction is entered 
into, or the contract is signed, or the gift is made, or the 
joint tenancy is created. With this emphasis on taxes 
stated, a word of caution should be added, both for the 
physician and his advisers, that taxes and attempted tax 
savings should not dominate the estate planning. The 
physician and his advisers should never lose sight of the 
primary purpose of estate planning—personal and family 
welfare and security. They should never allow hoped-for 
tax savings to defeat or destroy an otherwise sound family 
plan. 

Let’s take a brief look at some of the taxes mentioned 
above. Death taxes are imposed on two quite different 
theories of taxation. One type of tax is imposed on the 
privilege of a decedent to transmit property at death, and 
is called an “estate tax.” This is the type of tax levied by 
the federal government and about one-fourth of the 
states. The other type of tax is imposed on the privilege 
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of an heir or legatee to receive property from a decedent, 
and is called an “inheritance tax.” This is the type of tax 
levied by about three-fourths of the states. It is well to 
fix in mind at the outset that an estate of more than 
modest size is probably going to pay both federal and 
state death taxes. 


FEDERAL ESTATE TAXES 


The federal estate tax is imposed “upon the transfer of 
the net estate of every decedent. . . .”* The net estate 
is arrived at by including all property of the decedent 
passing by reason of his death and then deducting the 
debts of the decedent, expenses of administration (in- 
cluding executors’ and attorneys’ fees), and certain other 
deductions allowed by law. The property is valued at its 
fair market value on the date of death, or on an optional 
date one year later. The tax must be paid in cash within 
15 months after death. Except for the “marital deduc- 
tion” added by the Revenue Act of 1948 (explained 
below), the tax applies uniformly regardless of who re- 
ceives the property. It is a graduated tax that starts at 3% 
and increases sharply in small blocks in the lower brack- 
ets. There is only one specific exemption of $60,000 for 
each estate, the value in excess of this exemption being 
taxable. For example when the net estate equals $100,- 
000, the $60,000 specific exemption would be deducted, 
and there would be a tax of $4,800 on the balance of 
$40,000. If the net estate equals $150,000, the tax would 
be $17,900, and, if the net estate is $200,000 the tax 
would be $32,700. 

One of the commonest (and most disastrous) errors 
in the thinking of the average estate owner about this tax 
is what will be included in his estate “for tax purposes.” 
Most men assume that the property owned or held in 
their own name at death is taxable. They think that if 
joint tenancy property, joint bank accounts and bonds in 
coownership are included at all, they are taxed at one- 
half their market value. They also assume that life insur- 
ance is not “property,” or they believe that there is a 
special exemption for life insurance (which there was 
until 1942). These errors in thinking can cause con- 
siderable hardship to the beneficiaries when it comes 
time to pay the taxes. 

The following items will be included in valuing the 
estate for tax purposes: All property (using the term in 
its broadest sense) passing from the decedent to others 
by reason of his death will be included. All property held 
jointly with other persons (including joint bank accounts 
and coownership bonds) will be included at its full value, 
unless the surviving joint tenant can prove that she (or 
he) paid part of the purchase price from her (or his) own 
separate funds * (in which case the tax is reduced pro- 
portionately). The proceeds of all life insurance and 
annuities, regardless of who is the beneficiary, will be 





2. The 12 states that levy some form of gift tax are California, Colo- 
rado, Louisiana, Minnesota, North Carolina, Oklahoma, Oregon, Rhode 
Island, Tennessee, Virginia, Washington, and Wisconsin. 

3. Thirty-six states and the District of Columbia levy some form of 
income tax. States having no income tax are Florida, Illinois, Maine, 
Michigan, Nebraska, Nevada, New Jersey, Ohio, Texas, Washington, 
West Virginia, and Wyoming. 

4. U. S. Internal Revenue Code, sec. 810. 

5. This means legally proved to the satisfaction of the federal tax 
authorities. The lack of records in most husband-and-wife transactions 
makes this generally difficult and frequently impossible. 
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included (with certain very technical exceptions).° In 
addition to these items, some gifts made or trusts created 
during life * and some property which the decedent never 
owned at all but over which he holds a power of appoint- 
ment by will * may be included. If the physician’s prop- 
erty and estate as thus defined may exceed the $60,000 
specific exemption, he most certainly needs the help of his 
professional advisers. This is the most technical subject 
in the whole field of estate planning. Nothing less than 
an individual analysis of his particular situation by com- 
petent estate planning men will solve his problems satis- 
factorily. : 
’ THE MARITAL DEDUCTION 

The “marital deduction,” which was mentioned above, 
is the most important change in the taxation of decedents’ 
estates since the first estate tax law was enacted in 1916. 
It added an entirely new concept into federal tax theory 
when it was adopted as part of the Revenue Act of 1948. 
The primary purpose of the new law was to achieve tax 
equality between the “community property” states ° and 
the “common law” states.'” Because of local laws relating 
to property ownership by married persons,'' the com- 
munity property states had had an advantage under fed- 
eral tax laws. The new provision adopts the community 
property theory “for tax purposes only,” without chang- 
ing laws as to ownership of property. 

The marital deduction applies only to the estates of 
married persons who leave a surviving spouse (it applies 
equally to the estate of the husband or wife). The law 
itself, and the Treasury Department regulations inter- 
preting it, are far too complex to discuss here. Its effect 
on estate taxes and planning can only be summarized. 
In effect, it provides that when a married person leaves 
to his surviving spouse a portion or all of his estate, either 
outright or in such a manner that full control of its final 
disposition is vested in her, the portion of the estate 
passing to the spouse is not taxable, but this deduction 
is limited to one-half the adjusted gross estate. For ex- 
ample, if a married person had died prior to 1948 leaving 
a net estate of $120,000 to his wife, the estate would 
have paid a federal estate tax of $9,500. If the full marital 
deduction is made available by a carefully prepared 





6. An insurance policy applied for, purchased, and all premiums paid 
by a third person from his own funds, with all rights as owner (such as 
the right to make loans or surrender the policy for cash) held by this 
third person, and with no reversionary interest in the insured, would not 
be included as part of the estate of the insured for tax purposes. 

7. The U. S. Internal Revenue Code, sec. 811, includes for tax pur- 
poses all property of which the decedent has at any time made a transfer, 
by trust or otherwise, “in contemplation of death . . . ,” or “intended 
to take effect in possession or enjoyment at or after his death - 
These provisions are far too technical to discuss here. 

8. U. S. Internal Revenue Code, sec. 811. This very complex section 
was completely revised by Congress in 1951. 

9. The eight states having the community property system are Arizona, 
California, Idaho, Louisiana, Nevada, New Mexico, Texas, and Washing- 
ton. Prior to 1948 five other states had adopted community property laws. 
The Pennsylvania law was declared unconstitutional. Michigan, Nebraska, 
Oklahoma, and Oregon repealed their laws after the Revenue Act of 
1948 was enacted. 

10. The other 40 states and the District of Columbia have the common 
law system of property ownership. 

11. The community property system, coming down from the French and 
Spanish legal systems, treats the marriage as a “‘community.”’ In general, 
property accumulated during the marriage belongs to the community, 
that is, to the husband and wife equally. Thus they could split the income 
between them for income tax purposes, and only one-half of the com- 
munity property was subject to estate taxes at death. 

12. Alabama, Arizona, Arkansas, Florida, Georgia, Mississippi, New 
York, North Dakota, Oklahoma, Rhode Island, and Utah. 

13. Rhode Island levies both types of tax. Nevada levies no death tax. 
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estate plan, the same estate could be left to a wife in 195? 
and the estate would pay no federal tax. 

The provisions of the law as to just how property must 
be left by will or by other methods in order to take ad- 
vantage of the marital deduction are very technical. [np 
effect, the law requires that the property must be left to 
the wife in such a manner that the portion excluded from 
estate taxes at the death of the husband will necessarily 
be included in the wife’s estate and taxed at her death. 
When the estate of only the husband is considered, the 
marital deduction is really a “tax deferment” device; but 
when the estates of both husband and wife are considered 
together, it is also a “tax-saving” device. The reason for 
this is that the federal estate tax rates are steeply grad- 
uated upward as the size of the estate increases. For 
example, if a married person should leave a net estate of 
$200,000 in such a way that no advantage could be taken 
of the marital deduction, making the entire estate taxable 
at the death of the husband, the tax would be $32,700. 
By careful planning and full use of a marital deduction, 
the taxable estate could be limited to one-half (or $100.- 
000) at the husband’s death, resulting in a tax of only 
$4,800. By proper estate planning, only the other half of 
the estate (if it is still intact) would be taxed at the wife’s 
subsequent death, limiting this second tax to $4,800. 
Thus the total taxes on these two successive estates would 
be only $9,600, effecting a saving of $23,100. 

These tax savings can be achieved by careful estate 
planning without defeating the estate owner’s personal 
desires and plans for his family. This is generally accom- 
plished by creating two trusts in his will and bequeathing 
about one-half of the property to each trust. The income 
from both trusts is made payable to the wife for her life- 
time. One trust provides that the principal shall be dis- 
tributed to the children at the death of the wife. The 
other trust provides that the principal shall be distributed 
at the death of the wife to the persons she designates in 
her will, and she usually makes a will designating the 
children to receive this property also. The marital deduc- 
tion has given new impetus to the creation of family trusts 
in wills, and is one more good reason why so many busi- 
ness and professional men are turning to the banks and 
trust companies for professional and experienced man- 
agement of their trust estates. The physician should have 
his plans reviewed periodically by his lawyer and his trust 
officer to make sure that his plans take advantage of 
these and other tax savings. 


STATE DEATH TAXES 


The second group of death taxes to consider are those 
levied by the various states. Because of much lower tax 
rates, these are generally far less burdensome than the 
federal tax but, because of smaller exemptions granted, 
they apply to far more estates than the federal tax. Eleven 
states levy an estate tax '* patterned after the federal tax 
and differing mainly in the rates imposed and the ex- 
emptions granted. These need not be discussed further 
here. Thirty-seven states and the District of Columbia 
levy an entirely different type of death tax, generally 
called an “inheritance tax.” '* As might be suspected, 
the methods of determining these taxes vary widely be- 
tween the states, yet the theory of taxation involved in 
all of them is the same. There is a general pattern in the 
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exemptions granted to, and the rates of tax imposed on, 
the various classes of persons. 

An inheritance tax is a tax on the right to succeed to 
the property of a deceased person. It is generally assessed 
on the person who receives property, by will or by the 
laws of descent, and not on the estate itself. In most 
cases, it is determined by two factors, (a) the degree of 
relationship between the person who receives the prop- 
erty and the deceased person and (b) the amount of 
property received. These factors determine two other 
facts, (a) the exemption granted and (b) the rate of tax 
that applies. It should be noted that these are “personal 
exemptions,” that is, each person receiving property has 
a separate exemption to apply to the property he receives. 
The general pattern is to place those most closely related 
to the deceased by blood and family ties in a favored 
class, and to grant to the persons in this class the highest 
exemptions and impose on them the lowest rates of tax. 
This favored class universally includes the wife of the 
deceased, and in most states the husband also. Children 
of the deceased and their descendants are also generally 
included, although many states grant a lower exemption 
to adult children than to minors. Some states also inciude 
the parents, brothers, and sisters of the deceased in this 
favored class as to rates of tax, but grant them lower ex- 
emptions. Other classes are created by the tax laws and, 
as the degree of relationship becomes farther removed, 
the exemptions become lower and the tax rates become 
higher. 

The Illinois inheritance tax furnishes a fair example 
of how these taxes work. There are four classes as to ex- 
emptions and three classes as to rates of tax. Assume that 
an Illinois decedent made bequests in his will of $20,000 
each to his wife, his sister, his niece, and his closest friend 
(not a relative). Since the wife’s exemption exactly 
equals her bequest, she would pay no tax. The sister 
would pay $200, the niece $1,170, and the friend $1,990 
in inheritance taxes on their respective bequests. 

Another important difference between the federal and 
state tax laws and practices is the property included in 
the estate for tax purposes. As a general rule the states 
do not include in the taxable estate life insurance pro- 
ceeds payable to named persons as beneficiary. In many 
states a bank or trust company, as trustee of a “life in- 
surance trust,” is considered a named beneficiary for this 
purpose. A number include jointly held property at only 
one-half the market value. Some exclude the homestead 
up to a stated amount, and others grant special deduc- 
tions and exemptions to certain classes of beneficiaries 
and for certain types of property. While the inheritance 
taxes of the several states are not as burdensome as the 
federal estate tax, they must be considered in estate p!an- 
ning. It is possible in many cases to reduce and minimize 
these taxes by some very simple estate planning devices, 
such as the family trust described above in the federal 
tax discussion. 


COORDINATING TAX PLANNING 
If one can generalize on tax problems, it is to say that 
the effect of all the types of taxes must be considered to- 
gether in estate planning. The federal income, estate and 
gift taxes, and the state income, inheritance, estate, and 
gift taxes are parts of one problem. A particular step or 
action may reduce one tax, only to increase another. 
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A good example of this is the effect of joint tenancy 
holdings. In a recent estate in Illinois the physician had 
purchased a home several years ago for $30,000 and 
placed it in joint tenancy with his wife. When he died 
about two years ago, his wife sold the home for $46,000. 
Because the wife acquired the property.as surviving joint 
tenant, her income tax basis was the original purchase 
price, resulting in a capital gain of about $16,000 and 
a capital gains tax of about $4,000 in the year she sold 
it. Had the husband owned the property in his own name 
and left it by will to his wife, her income tax basis would 
have been the market value on the date of his death 
($46,000), resulting in no gain and no tax at the time of 
sale. The joint tenancy holding did reduce the Illinois in- 
heritance tax, since the property was included in this tax 
return at only one-half the market value, but this saving 
of only $900 did not compensate for the $4,000 federal 
income tax. The point of this is not that joint tenancies 
are inherently bad or always cause sizeab!e tax increases. 
The point is that each specific property holding and fi- 
nancial transaction should be analyzed as to the effect of 
all types of taxes, by persons well versed in this technical 
and complex field. The physician will be well repaid if 
he will seek the advice of his lawyer, trust officer, and 
accountant as to his particular situation. 

INVESTMENTS AND PROPERTY HOLDINGS 

With the effects of various taxes on estate planning 
set out, what steps should the physician in the middle 
years be taking to keep his plans up to date? First, he 
should analyze his property holdings, including his in- 
surance, with his trust officer and life underwriter to de- 
termine whether he is keeping a proper balance in his 
estate. All investments and property holdings are gen- 
erally classified as either “fixed value” or “variable 
value” securities. (For convenience the term securities 
will be used to describe all property holdings.) Fixed 
value securities are also called “debt securities,” and are 
those that promise the return of a fixed number of dol- 
lars at some specified future date with income received 
in the form of interest. Examples of this class of invest- 
ments are savings accounts, bonds, real estate mortgages, 
promissory notes, personal loans, life insurance policies, 
and annuities. Variable value securities are also called 
“equity securities” or just “equities,” and are those that 
really represent the ownership of, or a partial interest in, 
real or personal property. They do not promise to return 
a specified amount of money at all and generally have no 
maturity or termination date. Income is generally re- 
ceived in the form of rent, dividends, or profits. Examples 
of these are real estate, oil and mineral leases, common 
stocks (preferred stocks have some elements of each 
class), investment trust shares, partnership interests, 
small business enterprises (either corporations or sole 
ownerships), patents, copyrights, and royalties. 

There is no specific formula to be followed in balanc- 
ing the ownership of these investments. No percentage 
or relation between the two is right to the exclusion of all 
others. But it is a cardinal principle of sound investing 
that an estate should include some of each. As the physi- 
cian discusses this with his professional advisers, he will 
soon become familiar with the term “diversification” of 
investments. This formidable term means nothing more 
than spreading the risk, or “not putting all your eggs in 
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one basket.” So stated, the reasons for its importance be- 
come obvious. Not only is it important as between fixed 
and variable value investments, but it is also important 
within a general class of securities. In common stocks 
diversification is achieved by spreading one’s holdings 
through several basic industries. In bonds it is achieved 
by choosing bonds of various corporations or govern- 
ment bodies and with different maturity dates. At this 
stage of his business life the physician will have, as a 
minimum, a bank account or two, some bonds, and some 
life insurance. These are his fixed value investments. He 
will own a home, an automobile, office equipment, and 
perhaps a few common stocks. These are his variable 
value investments. He should take the time to review 
these with his advisers to determine whether he has 
leaned too far in one direction or the other. What will 
be the effect on him and his family if the inflationary 
trend of the past few years is continued? How would his 
estate hold up if a period of deflation should be entered? 
The answers to these and other questions will determine 
what future investments he should make as funds become 


available.*** 
LIFE INSURANCE 


If the physician has followed the usual and most ad- 
visable course for professional men, he will have in- 
creased his life insurance estate steadily through the early 
years. The total insurance acquired by this time will have 
been determined by his standards of living, his earnings 
available for investment, his other property holdings, and 
his belief in life insurance. By the middle years, the in- 
surance may represent the largest single item in his estate, 
reaching upward from $50,000 and frequently exceeding 
$100,000. The pure protection features of the first small, 
temporary policies will seem less important as other 
types of property are acquired. The investment features 
of permanent insurance policies will look more attractive 
to him as he begins to think of retirement. 

The physician should not cease acquiring life insurance 
in these middle years. His ability to pay for what he really 
needs may be better than at any previous time. The types 
of contracts most advisable for him should be worked 
out with his life underwriter, based on his particular ob- 
jectives, family situation, and ability to pay premiums. 
There are some general principles, however, that apply 
in most situations. First, any temporary policies still in 
force should be converted to permanent plans, which are 





13a. Cooper, R. U.: Investments For Professional People, New York, 
The Macmillan Company, 1951. This is an interesting and informative 
book on this subject, written in nontechnical language. For the physician 
who wishes to pursue the subject of investments and insurance further, 
it contains an excellent bibliography. 

14. The proceeds of an endowment policy, in excess of the cost in 
premiums paid, are subject to income tax in the year the endowment 
matures, even though the funds are retained by the company at interest, 
on the theory of “‘constructive receipt.”’ If the cash value of the policy 
is paid out under one of the settlement options selected before maturity, 
there is some tax relief, but this procedure often defeats the purpose of 
plans for retirement. 

15. Under the settlement options in most standard contracts the bene- 
ficiary may: (1) leave the insurance proceeds with the company at a 
guaranteed rate of interest, payable monthly; (2) receive payment of a 
specified number of monthly installments; (3) receive payment of a 
specified amount monthly for life, with a guarantee of a minimum number 
of monthly payments to the beneficiary’s estate or to another person, if 
the beneficiary dies within the specified period; (4) receive the proceeds 
in monthly installments of a fixed amount until the fund is exhausted, 
with interest on the balance remaining from time to time at a guaranteed 
rate; or (5) receive payment of a specified amount monthly, jointly for 
the life of two persons and to the survivor for life, with a guarantee of a 
minimum number of monthly installments. The contract provides for, 
or it is company practice to, permit any of these options to apply to the 
cash values of the policies before they mature as a death claim. 
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less expensive in the long run. Second, the higher pre- 
mium policies, such as retirement income or endowment, 
are frequently advisable. Third, endowment policies 
should not mature before the age of 65, even though the 
physician has promised himself an earlier retirement date. 
There is a serious income tax disadvantage if an endow- 
ment matures while earnings are still relatively high, 
It is better to have later maturing endowments and. jf 
early retirement is desired, the cash value can be settled 
under one of the options in the policy before maturity. 

By this time the physician should be in the habit of 
making complete, regular reviews of his insurance pro- 
gram with his life underwriter. He will have become ac- 
quainted with the term “programing” of life insurance. 
The underwriter will explain that this merely means fol- 
lowing an individual program, designed to achieve the 
purposes and objectives set by the physician and coor- 
dinated with his other property holdings and investments. 
As part of the programing, he will learn of the “settle- 
ment options” available in modern life insurance con- 
tracts and the methods of using these options to do for 
his beneficiaries what they cannot do for themselves. 
Under these options the insurance proceeds remain under 
the capable and experienced management of the insur- 
ance company, and the beneficiary receives a regular 
income that is assured by contract for life or for a speci- 
fied period of years.*® As the physician has been in the 
process of acquiring a modest list of securities, he will 
have begun to realize what a problem it is to manage and 
supervise investments today. He will appreciate that it 
is unwise to allow a sizeable amount of life insurance to 
be paid in cash to a widow untrained in the management 
of property and investments. Frequently such funds are 
dissipated in a few years. Use of the settlement options 
is one way of avoiding this unfortunate result. 

Another method of providing competent, experienced 
management for an insurance estate is through the use 
of a “life insurance trust.” This is frequently advisable 
when insurance forms the bulk of the estate, and is par- 
ticularly valuable when minor children might be the 
beneficiaries of the insurance (in the event of the prior 
death of the wife, or the husband and wife perishing in a 
“common disaster”). This is a simple arrangement by 
which the insured (in this case the physician) enters 
into a trust agreement with a bank or trust company as 
trustee, and sets out in the agreement all the terms under 
which the trust fund will be managed. The agreement can 
be revoked by the insured at any time during his lifetime. 
The trustee is named beneficiary in the insurance policies 
and, on the death of the insured, receives the insurance 
proceeds to manage under the terms of the trust. These 
terms can be as varied and flexible as those of a trust 
under a will described below. A life insurance trust can 
be far more flexible in operation than the settlement 
options in the insurance contract, and thus is frequently 
recommended in cases in which changing family needs 
may require flexibility. 


THE FAMILY TRUST 
By the time he has reached the middle years, the phy- 
sician should also have become well acquainted with his 
lawyer and trust officer. He should be in the habit of re- 
viewing his will and his entire estate plan with these ad- 
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visers regularly. He will find the lawyer a valued adviser 
on legal matters affecting his property holdings and the 
disposition of his estate in case of death. He will find the 
trust officer a most helpful counsellor on his investment 
program and on the management of his estate for his 
family in case of his death. He will learn of the myriad 
uses of the modern trust as a device to carry on the estate 
owner’s plans after death. He will be shown what a 
simple matter it is to lay out a plan or program for the 
support of his family and the education of his children, 
and then to make sure that the plan is carried out by 
creating a trust in his will. Under such a plan the physi- 
cian can place all or only part of his property in the trust 
at his death; he can provide for the trust to continue for 
the life of his wife and then to distribute the property to 
his children; he can provide for leaving the children’s 
shares in trust for their benefit until they reach certain 
ages specified by him, or he can provide for partial dis- 
tributions of principal to them at two or three different 
ages; he can choose whether the income from the trust 
property is to be paid to his wife, or shared with the 
children, or accumulated for the children and paid to 
them when they reach college age, or he can grant the 
trustee the power to allocate the income on the basis of 
changing need; he can give the trustee power to use prin- 
cipal as well as income for education and for emergency 
needs of the family that may arise at some future date. 
In short, he will learn that the modern trust is one of the 
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most flexible, useful, and valuable devices that has grown 
up under our system of law. In practical effect, the phy- 
sician can make the trustee his alter ego, to manage his 
property and provide support for his family after his 
death, and to exercise the same careful judgment for their 
welfare that he would exercise if he were still here. 

As he reaches the middle years of his practice, the 
physician will find that his earnings have increased sub- 
stantially. While his acquisition of property may have 
seemed discouragingly slow, on careful analysis he will 
find that he does possess a substantial “estate.” Family 
responsibilities and expenses will have increased consid- 
erably, but he will be better able to meet them. Invest- 
ment of surplus funds will have become a principal con- 
cern, but he will have learned that a sound program can 
be carried out with competent advisers. The demands of 
the tax collector, both during life and at death, may seem 
overwhelming, but sound planning can hold these to a 
minimum. The gradual approach of the age of retirement 
will be increasingly in his thinking, but the experience 
gained and the professional advice available will give 
him self-confidence to look forward to this change as a 
pleasant prospect. If the physician has achieved average 
success in his practice, and has given the proper attention 
to “the business side” of his life, he can look forward to 
the next few years of his life and practice with anticipa- 
tion and confidence. 


605 N. Michigan Ave. 





SURGICAL INDICATIONS IN “SILENT” AND FULMINANT 
CHOLECYSTOLITHIASIS 


B. O. C. Pribram, M.D., New York 


Recent discussions of surgical indications for so-called 
silent as well for acute and fulminant lithiasis reveal 
that the opinions of both physicians and surgeons are 
still widely divergent. The existence of a silent stone has 
been denied by many surgeons. W. Mayo called it a 
myth. Other surgeons, while admitting its existence, usu- 
ally fail to give an explanation. However, the complete 
absence of clinical signs and symptoms despite the pres- 
ence of stones in an organ of known sensitivity is not so 
mysterious as it may seem. Indeed, there is a pathologic 
basis providing an entirely satisfactory explanation. The 
following observations in a clinical experiment may serve 
to illustrate this statement. 


THE SILENT ZONE IN THE GALLBLADDER 

In a patient with a cholecystostomy the following ex- 
periment was made. A flexible probe was introduced 
through the opening, and the mucosa was scratched in all 
parts of the fundus of the gallbladder without the patient’s 
feeling any sensation whatsoever. However, as soon as 
the probe approached the region of the opening of the 
cystic duct in the neck of the gallbladder, the patient 
immediately felt a pressure in the epigastrium and then 
pain, which radiated into the back when an attempt was 
made to force the probe into the cystic duct. On with- 
drawal of the probe all painful sensation subsided imme- 


diately. These experiments were repeated with the use of 
a cystoscope for a more exact introduction of a catheter 
into the cystic duct. This proved to be difficult, but the 
pain produced by this maneuver almost constantly radi- 
ated into the back and at times also into the right shoul- 
der. 

These observations indicate that a stone may be silent 
as long as it remains in the silent zone, that is, in the 
fundus of the gallbladder. However, once the stones shift 
into the neck of the gallbladder toward the opening of 
the cystic duct, the patient feels a marked pressure in the 
epigastrium and right upper abdominal quadrant, occa- 
sionally radiating to the back. An attack of colic indi- 
cates that a stone has moved into or is about to pass 
through the cystic duct. Many additional clinical and 
experimental observations confirm the concept that this 
incident is indeed the pathogenesis of the common gall- 
stone attack. Figure 1 may serve to illustrate the different 
zones in the gallbladder. 

The trigger zone for the typical gallstone attack lies 
at the opening of the cystic duct. From here, not only 
local but remote spastic contractions may be released, 
particularly of the sphincter of Oddi and the duodenum, 
followed occasionally by retrostalsis and vomiting. In 





From the surgical staff, St. Clare’s Hospital. 
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contradistinction to the sensitivity of the zone at the open- 
ing of the cystic duct, it was observed that touching the 
interior wall of the common duct and passing a tube 
through the papilla to and fro into the duodenum did not 
in any single instance release a pain reflex. This was 
rather surprising, since it is commonly believed that a 
passage of a stone from the common duct through the 
papilla is invariably followed by a severe colic attack. 
These observations could be made invariably in the 
cases in which common duct stones had been dissolved 
by the ether method and the obstructed papilla liberated. 

One can therefore safely conclude that a common duct 
stone may also pass through the papila without causing 
any pain. Intense pain, however, may be caused by an 
increase of the intraductal pressure. This can be convinc- 
ingly demonstrated in patients in whom a rubber tube 
is sutured water-tight into the common duct. Injection 
of some ether, which evaporates at body temperature, 
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Fig. 1.—Sketch illustrating the different zones in the gallbladder. 


causes intense colic-like pain, which subsides immedi- 
ately when the tube is opened and the ether allowed to 
evaporate. The colicky pain observed in choledocholithi- 
asis and as a postcholecystectomy syndrome is a second- 
ary pressure syndrome caused by the occlusion of the 
papilla, usually by a spasm of the sphincter of Oddi. 
Provided obstruction does not occur, stones may lie in 
the common duct indefinitely. This is particularly true 
when the duct is enlarged, so that pressure syndromes 
are less likely to occur. The term “silent common duct 
stone” is well justified. 

Case 1.—A white woman, 49, was operated on during a qui- 
escent period two years after her last gallstone attack. At opera- 
tion, seven faceted stones were found lying in an enlarged 
common duct, stones that obviously had emerged from the gall- 
bladder during her previous attack of serious colic, as far back 


as two years. In the silent zone of the gallbladder there were 
five faceted stones. 


However, such a course is rare, and it is a well-known 
clinical experience that in most instances such a silent 
state is of limited duration. Usually, sooner or later, 
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Owing to contraction of the gallbladder, the stones move 
from the silent zone into a more sensitive one, to produce 
a typical attack of biliary colic. The gallstone attack. 
produced by the entering of a stone into the trigger zone 
at the opening of the cystic duct, may subside under one 
of the following conditions: 1. The stone passes through 
the cystic into the common duct. 2. The stone becomes 
impacted in the cystic duct. 3. The stone shifts back into 
the silent zone of the fundus. Each of these conditions 
may develop into a different and distinct pathologic 
entity. 

Stones that pass into the common duct may cause 
all the well-known complications of a choledocholithia- 
sis, such as, obstructive jaundice, cholangitis, liver 
abscesses, and liver damage, to a functional breakdown 
in hepatic coma. 

When a stone becomes impacted in the cystic duct, 
an acute gallbladder condition develops, generally 
known under the term “acute cholecystitis.” However, 
in many instances an actual bacteriologic inflammation 
may be completely absent or develop only secondarily. 
The possible serious sequelae of an acute obstruction of 
the cystic duct are interference with the blood supply 
of the wall of the gallbladder, hemorrhagic infarction, 
gangrene, rupture, and general or localized peritonitis. 
In other instances, an infection flares up in the obstructed 
gallbladder, leading to empyema, abscesses in the liver 
bed, and secondary cholangitis. 

A stone shifting back into the fundus of the gall- 
bladder may restore the pleasant state of silent chole- 
lithiasis. 

One might well say that gallstones are somewhat like 
dogs, in that the smaller they are, the more noise they 
make. Small stones often indicate their presence by loud 
and alarming syndromes, when they force their way 
through the cystic duct. Large stones, on the other hand, 
which cannot pass through the cystic duct, may lead to 
serious complications, in a very different and indeed 
often silent way. Such complications may develop with- 
out any premonitory clinical signs up to the time the 
patient is admitted to the hospital for emergency surgi- 
cal care, and the etiology is frequently discovered only 
at operation. A large gallstone that has been silent for 
many years may compromise the blood supply of the 
gallbladder, leading to gangrene, an incident which may 
become clinically alarming only after rupture. A large 
stone may also perforate into the duodenum without 
any marked clinical signs or symptoms up to the time 
the patient is admitted to the hospital with the signs 
of an acute intestinal obstruction. Very often the diag- 
nosis “gallstone ileus” is established only at operation. 
Two such cases with an entirely unrevealing history may 
be cited: . 

CasE 2.—A man of 60, with no history of any abdominal 
disease, was suddenly taken ill, with pain in the greatly dis- 
tended epigastrium and incessant vomiting. The preoperative 
diagnosis was volvulus of the stomach. Operation revealed that 


a gallstone the size of a large chestnut that had perforated from 
the gallbladder had caused an obstruction of the pylorus. 


Case 3.—A man of 75 had never had any abdominal or di- 
gestive trouble. On Nov. 4, 1950, after a heavy meal, he felt 
“blown up” and took some castor oil at bedtime. He had only 
a slight bowel movement on the following day, and abdominal 
distention was still present; he felt slightly nauseated but did not 
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vomit. His temperature rose to 101 F. The doctor who examined 
him on November 6 noted tenderness in the right side of the 
abdomen and suspected intestinal obstruction. The patient was 
admitted for surgery and was operated on the same evening. 
4 gangrenous gallbladder with a large stone impacted in the 
neck was found. There were multiple abscesses in the wall of 
the gallbladder and in the liver bed. Electrosurgical operation 
was followed by an uneventful recovery. 

The indication for surgery in the presence of a silent 
sallstone resolves itself into the question of whether to 
operate for the purpose of preventing hardly calculable 
but frequently life-endangering complications or to delay 
the operation until clinical signs appear. However, as 
outlined above, the appearance of the first clinical symp- 
toms frequently may coincide with the development of 
serious complications. 

| am of the opinion that the best procedure is to ex- 
plain to the patient the basic pathology in all its details, 
particularly why the gallstones are silent at the moment 
and nevertheless present a danger that may become 
alarming at any time. Most patients respond satisfac- 
torily to this approach, as evidenced by their appearance 
for examination at the first onset of symptoms and their 
request for operation. Others, without waiting for alarm 
signals, prefer to choose the time for their operation 
according to their convenience. Most of them, however, 
on having their disease explained, realize that there is 
no alternative to operation and that it is only the time 
that is left to their discretion, as long as the stones remain 
in the silent zone of the gallbladder. Experience, how- 
ever, shows that in most instances this time is limited and 
that before long the stones will move, an incident that 
might be due to a forcible contraction of the gallbladder, 
provoked by an ice-cold drink or occurring in the course 
of indigestion. 

SURGICAL INDICATIONS IN ACUTE GALLBLADDER 

OBSTRUCTION 

Acute gallbladder obstruction is generally called “acute 
cholecystitis,” a term that is misleading. The incident, 
which is followed by the well-known dramatic clinical 
picture, is primarily not an acute inflammation of the gall- 
bladder but is invariably an acute obstruction of the cystic 
duct. Even in cases of stoneless but fulminant ulcerative 
typhoid cholecystitis, the importance of an acute ob- 
struction of the cystic duct by edema or fibrin was con- 
vincingly verified in a series of six cases. Numerous 
ulcers were present, some penetrating deeply into the 
submucosa. These were certainly of long duration with- 
out alarming clinical syndromes, when a sudden block 
of the cystic duct, obviously caused by a fibrin clot 
(found at operation), produced a fulminant attack of 
colic, followed by a palpable and extremely tender gall- 
bladder. In three cases an almost painless perforation 
was observed, with fatal issue in all instances. No ob- 
struction of the cystic duct was found at necropsy. 

Acute obstruction of the cystic duct may or may not 
be followed by a flare-up of a latent infection. More- 
over, the development of complications, in particular a 
rupture of the gallbladder, rarely depends on the actual 
bacteriologic infection. The determining factor is the 
degree of compromise of the blood supply to the wall of 
the gallbladder, usually caused by the spastic contrac- 
tion of the neck of the gallbladder around a large ob- 
structing stone. Gangrene of the gallbladder with per- 
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foration and sometimes severe bleeding into the abdomi- 
nal cavity may develop within 24 to 48 hours after the 
onset of the first symptoms. Several such cases have 
been reported.' Histologic study of resected gallbladders 
in the presence of acute obstruction demonstrated com- 
promise of the blood supply in varying degree in many 
instances. The circulatory disturbance was especially 
marked in the capillaries of the fundus. The incidence of 
vascular damage was particularly high in cases in which 
a large stone was firmly impacted in the neck of the 
gallbladder, whereas such damage was rarely seen when 
occlusion was caused by a small stone located in the 
cystic duct. 

The indications for surgery in “acute cholecystitis” 
have been greatly influenced by the comparison with 
those in acute appendicitis. It is felt that such a com- 
parison fails to do justice to the special characteristics 
and fundamental differences between these two condi- 
tions. An acute appendicitis is comparable to a pointing 
abscess with highly infectious content, which may burst 
into the free abdominal cavity at any time. Fractions of 
an hour may count. 
Once the appendix has 
ruptured, all alarming 
symptoms may subside 
dramatically, leaving the 
patient in the dangerous 
latent phase between the 
relief following rupture 
and the onset of the first 
symptoms of general 
peritonitis. The symp- 
toms following an acute 
obstruction of the gall- 
bladder are rather those 3 
of an abdominal shock papitla 
related to the abrupt oc- Fig. 2.—Roentgenogram showing the 
clusion or the twisting rubber tube passed into the duodenum 

ps ‘ : . after liberation of the obstructed pa- 
of viscus, as seen in the pilla by the ether method. 
cases of torsion of the 
gallbladder. Even in the rare cases of hemorrhagic 
infarction and total gangrene of the gallbladder, the 
development of the pathologic changes are much slower 
and a delay of some hours has not the same fateful bear- 
ing as in acute appendicitis. }mmediate operation in a 
case of acute obstruction of the gallbladder means actu- 
ally operating on a patient in abdominal shock. These 
are definitely emergency cases, but only in the sense that 
the patient should be admitted to the hospital without 
delay and be placed under surgical observation. It is felt 
that the time for operation should not be chosen accord- 
ing to the strict rules as established for acute appendi- 
citis, that is, as soon as the operating room is ready, but 
should be individualized. After medication with glyceryl 
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in die freie Bauchhodhle, Zentralbl f. allg. Path. u. path. Anat. 26: 361, 
1915. Gjellerup, O.: Et Tilfaelde as ruptura vesicae felleae med maegtig 
intraperitoneal haemorrhage, Hospitalstid. 64: 826, 1921. Waters, E. C.: 
Perforation of Gallbladder with Intraperitoneal Hemorrhage, M. J. & 
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trinitrate, the painful spastic conditions and the primary 
shock syndromes usually subside quickly, and a more 
specified diagnosis than that of “acute cholecystitis” can 
be established. The decision as to whether one should 
proceed with surgery or defer the operation can be based 
on a sounder basis. The following rules, dependent on 
the development, have proved satisfactory. . 

1. When the pain becomes localized in the right upper 
abdominal quadrant, where an enlarged gallbladder can 
be palpated, the diagnosis that the stone has become 
impacted in the cystic duct is certain. Ice bags are ap- 
plied locally, supporting measures are started, and the 
operation may be performed on the third or fourth day 
after the attack. 

2. When, after the acute colic attack has subsided, 
abdominal tenderness spreads to the right lower quad- 
rant, with a maximum around McBurney’s point, the 
intercostal spaces in the posterior axillary line are tender 
on pressure, the patient looks ill in spite of relief of pain, 
and marked traces of bilirubin appear in the urine as 
early as three to four hours after the attack, the diagnosis 
of hemorrhagic infarction and perforation is almost cer- 
tain and operation is performed without delay. 

3. When relief from pain after the attack is almost 
complete, no palpable mass is felt in the right upper 
abdominal quadrant, general conditions are good, and 
jaundice supervenes 12 to 24 hours after the attack, the 
operation is delayed until, under daily control of the 
serum bilirubin level, the question can be answered as to 
whether the stone, having slipped into the common duct 
during the attack, has passed into the duodenum or has 
become impacted in the papilla. In the latter case the 
patient is operated on as soon as all preoperative meas- 
ures have been completed, usually not later than 8 or 
10 days after the first attack. If the jaundice shows a ten- 
dency to subside, as demonstrable in the falling serum 
bilirubin curve, operation is postponed until all clinical 
signs have disappeared and results of laboratory tests 

have become normal. 


WHAT OPERATION SHOULD BE PERFORMED IN 
ACUTE CONDITIONS? 

In reviewing the recent literature on surgery for acute 
cholecystitis, one notes a certain trend toward the revival 
of cholecystostomy, with a recommendation for the 
wider use of this operation particularly in poor risk 
patients. This is interesting, because the history of gail- 
bladder surgery reveals that some 40 years ago Kehr,’ 
one of the most experienced pioneers in surgery of the 
biliary tract, strongly condemned cholecystostomy as a 
poor operation. Kehr stressed repeatedly that the devel- 
opment of gallbladder surgery—40 years ago—‘could 
no longer justify such an incomplete and in all respects 
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unsatisfactory operation, which when still carried out by 
some surgeons demonstrates a very limited experiei ce jp 
this particular field of surgery.” Kehr based his opinion 
on a comprehensive statistical analysis of more than 
2,000 patients, on all of whom he had operated. Ip 
evaluating this opinion, one must bear in mind that the 
condition in most of these cases was acute and the 
patients were poor risks. The more chronic and not 
alarming cases were not referred to the surgeon 4e- 
cause at that time physicians and surgeons alike did not 
consider gallbladder disease per se an indication for 
operation. Moreover, nothing of the modern arsenal of 
supportive therapy, such as expert anesthesia, antj- 
biotics, and blood transfusion, were at the disposal of 
the surgeon to lessen the surgical risk. Comparing these 
two periods in surgical history, one must note that, while 
half a century ago cholecystostomy was condemned 
altogether by many experienced surgeons for its poor 
late results, it now seems accepted as satisfactory and as 
having a definite place in gallbladder surgery. This is 
difficult to explain, because modern statistics con- 
forming with the old ones definitely do not justify this 
trend. The statistics published by the Metropolitan Life 
Insurance Company * demonstrate clearly that the ex- 
pected death rate in gallbladder diseases is highest after 
cholecystostomy: 95.9% of the expected death rate oc- 
curred with cholecystectomy, 115.1% with medical treat- 
nent and 155.7% with cholecystostomy, which increased 
to 214.0% when stones were present. Other statistics from 
different surgical institutions conforming with my experi- 
ence likewise show poor results and fail to prove that the 
results of cholecystostomy are any better than formerly 
believed. Decourcy ‘ reported a mortality rate of 28.6%, 
and Heyd, Carter, and Hotz,° analyzing 3,986 opera- 
tions for acute cholecystitis, reported a mortality rate 
of 28.8% after cholecystostomy. According to Cave’s ° 
statistics, a second operation had to be performed in 
about 56%. 

The reason for the poor results following cholecyst- 
ostomy may be summarized as follows: 

1. The immediate and dramatic relief following open- 
ing and drainage of an acutely inflamed gallbladder 
should not deceive the surgeon. The patient is not safe. 
In the majority of cases simple drainage of the gallblad- 
der is inadequate to control a serious infection. Fre- 
quently abscesses are present around small stones that 
have penetrated deeply into the liver bed. The progress 
of the infection is one of the main contributory causes of 
the later mortality. This has been most impressively 
demonstrated at necropsies. 

2. The presence of stones in the common duct and of 
cholangitis may be completely obscured by the dramatic 
syndromes of acute cholecystitis. Cholecystostomy in 
such cases controls only a part of the biliary tract disease 
and in many instances not even the most serious one. 

3. In many cases the surgeon performs cholecystos- 
tomy as a first-stage operation with the intention of 
doing a cholecystectomy as a second-stage operation 
when the condition of the patient has improved. How- 
ever, there is no guarantee that the expected improve- 
ment will occur, and frequently the course of the disease 
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may necessitate a second operation under conditions 
worse than those present during the first operation. The 
following case report may serve as an illustration: 

Case 4.—A man, 54, was operated on for an acute condition 
of the gallbladder in March, 1924. Cholecystostomy was per- 
formed with the idea that taking a minimum risk in this patient 
was of outstanding importance. A solitary occlusion stone was 
removed from the neck of the gallbladder. After one week of 
uneventful recovery, chills with spiking temperature set in, 
necessitating a second operation. Cholecystectomy was then per- 
formed. However, the patient died four days after showing the 
clinical symptoms of multiple liver abscesses. The infectious 
process was not controlled by the cholecystostomy and pro- 
gressed in spite of the removal of the obstructing stone and 
drainage of the gallbladder. 

4. A second-stage cholecystectomy is incomparably 
more difficult and is followed by a higher mortality rate 
(over 9% ). 

The conception of poor risk patients as an indication 
for cholecystostomy frequently does not stand critical 
analysis. If the poor risk is considered to be due to a state 
of general debility, it would seem more advisable to 
postpone the operation and to administer corrective 
therapy until the conditions have improved and the pa- 
tient is likely to stand the radical operation. If, however, 
the poor risk is due to serious local complications, such 
as gangrene, a ruptured emypema, or signs of cholangitis, 
a radical operation is mandatory, and this may include 
exploration of the common duct. Local complications 
and difficulties found at operation should not induce the 
surgeon to terminate the operation prematurely without 
having removed the main source of danger. It must, of 
course, be realized that an operation on the gailbladder 
and biliary tract, simple as it may be in many instances, 
in others may be most difficult and require all the skill 
of an experienced surgeon. For the cases in which the 
condition is acute and in which there is severe infection, 
electrosurgical dissection (mucoclasis) is strongly rec- 
ommended. It offers the ideal method for dealing with 
local abscesses in the liver bed and for bringing an 
infection under safe control. Electrocoagulation trans- 
forms the operative field into an almost sterile area 
without any oozing of bile or blood. With this safe 
method at our disposal, it is believed that there is no 
need even in poor risk cases to adopt such an unsafe and 
inadequate procedure as cholecystostomy for the surgi- 
cal treatment of cholecystolithiasis. All authors with 
experience with this method agree as to its value.’ Case 
5," in which electrosurgical operation was done in 1929, 
presents an interesting accumulation of risks. 

Case 5.—A woman of 75 years, a diabetic who had been suf- 
fering for years from chronic heart conditions, with marked 
edema of her legs and chronic (arteriosclerotic) nephritis, had 
an acute gallstone attack followed by jaundice and daily chills. 
Her cardiovascular condition deteriorated rapidly during her 
attacks of chills, and surgery seemed to offer the only chance 
in spite of all the odds of extremely poor risk. Operation was 
performed under general anesthesia. Electrocoagulation of the 
gangrenous and epyematous gallbladder was done, and an ob- 
structing stone, the size of a chestnut, was removed from the 
common duct. The patient had a surprisingly uneventful re- 
covery. After removal of the badly infected gallbladder, her 
heart condition improved rapidly, the diabetes, obviously due 
only to acute pancreatic damage, disappeared, and the patient 
left the hospital in a remarkably good state of health. Eleven 
years later, at 86, she was the only surviving member of her 
tamily, 


CHOLECYSTOLITHIASIS—PRIBRAM 249 


Since 1928 the electrosurgical method has been used 
as a routine in all cases of acute cholecystitis. During 
this period cholecystostomy was not performed any more 
in a single instance. The following statistics may serve 
to justify my surgical policy and at the same time evaluate 
other methods, such as the ether method. 

In 1928, I published a report of 200 successive cases 
in which mucoclasis was done with no hospital mortality. 
This series included 33 cases of acute gallbladder con- 
ditions with occlusion of the cystic duct without com- 
plications, 14 cases of gangrene plus empyema, 3 cases 
of acute perforation (early stage), and 2 cases of per- 
foration with biliary peritonitis—a total of 52 cases of 
acute gallbladder conditions with complications in 19 
cases. In the other cases choledocholithiasis was also 
present. 

In a second series (published in 1930), in which 
mucoclasis was done in 303 cases, there was a hospital 
mortality of 7 (2.3%). The series included 109 cases 
of acute and fulminant gallbladder conditions with com- 
plications in 23. Gangrene, empyema, and local liver 
abscesses were present in 16 cases, perforation in 6, and 
acute pancreatitis in 1. The causes of death were hepatic 
coma, 1 case; coma and septicemia (liver abscesses), 3 
cases; acute pancreatitis, 1 case; pneumonia, | case; and 
overlooked common duct stone, 1 case. 


Causes of Death in 40 Fatal Cases in 1,420 Cases 






No. of 

Cause Cases 
I MR toss cngiabeernethdeenesiseuveeusadese 14 
ttt) chit nandeds cht eeeehenenents reteereneenese 6 
Septic cholangitis (liver abscesses)..................04: 5 
re 6 
Septic enteritis (typhoid group)..................e-e05- 2 
PED cniddecstsecatebedadiakuhdsesssssebeewedateseseees 3 
Diffuse purulent peritonitis (present at operation).... 3 
IEEE Srin.eGedesekunsanexnaseucnsesnusnsecw@eressaentees 1 


Among 1,420 patients operated on from 1925 to 
December, 1950, there was a mortality of 40 (2.8%). 
Cholecystolithiasis without common duct disease was 
present in 860 cases, in which there was a mortality of 8 
(0.9% ). Cases in which there was an acute fulminant 
condition numbered 288, with a mortality of 5 (1.7%). 
The causes of death were pneumonia, in 2 cases; acute 
pancreatitis, 1 case; septic parotitis, 1 case; and purulent 
peritonitis (present at operation), 1 case. 

Among 560 patients with choledocholithiasis, 32 
deaths (5.7% ) occurred. Of these, 350 were operated 
on before the ether method was used, with 26 deaths 
(7.5% ). After the ether method came into use, I oper- 
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73, with a mortality of 6 (2.6% ). 

It seems doubtful that any one of these fatalities 
could have been prevented by performing a cholecystos- 
tomy instead of the radical electrosurgical operation. 
But it is believed that several patients in this series would 
have died of later complications, or after a necessary 
second operation, if cholecystostomy had been per- 
formed instead of the primary radical operation. All 
fatalities date back to the preantibiotic era. With these 
powerful weapons for fighting the spread of infection, 
and with the advantages offered by the electrosurgical 
technique of operation, it is felt that radical surgery, i. e., 
the removal of the acute gallbladder, can be performed 
as routine even in so-called poor risk cases and that 
cholecystostomy should be reserved for only exceptional 
cases or in the absence of a trained surgeon and proper 
hospital facilities. 

SUMMARY 

1. The clinical conception of “silent lithiasis” is well 
founded and is explained by the fact that the mucosa of 
the fundus of the gallbladder is a silent, insensitive zone. 





ated on 210 patients, but employed this method in only 
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Within this zone stones may lie indefinitely without c iys- 
ing any clinical symptoms. The appearance of pressure 
syndromes and pain indicates that the stones have 
shifted to the sensitive zone in the neck of the gallbladder 
at the opening of the cystic duct. In this area is the 
trigger zone for the typical gallstone attack and al! jts 
spastic syndromes. The common gallstone attack js 
caused by a stone that has slipped into or passes through 
the cystic duct. No pain or any sensation is felt when a 
stone passes through the papilla into the duodenum. The 
colic attack caused by a stone in the common duct is due 
to an increased bile-duct pressure following an obstruc- 
tion in the papilla. Provided no obstruction occurs, a 
stone in the common duct may also be silent. 

2. The indications for surgery in “silent lithiasis” and 
in attacks of an “acute gallbladder” (acute cholecystitis) 
are discussed. 

3. Cholecystostomy has poor results in a longer 
follow-up. It can be safely replaced by the electrosurgical 
dissection (mucoclasis), which gives highly satisfactory 
results in all badly infected and poor-risk patients. 
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For about every 25 operations performed for pro- 
truded lumbar intervertebral disk at the Mayo Clinic, 
one operation is performed for spinal cord tumor that is 
so situated that, at some time during its course, it could 
simulate a protruded lumbar intervertebral disk. One of 
our cases illustrates this statement especially well. 


A man, 41, a white collar worker, came to the Mayo Clinic 
in 1940 complaining of low back pain, with extension along the 
left sciatic nerve. His symptoms had been present intermittently 
for the previous three years. Examination revealed slight limi- 
tation of forward bending, Laségue’s sign of sciatica on the left, 
diminution of the quadriceps reflex in the left leg, and slight 
weakness of the left leg. Simple roentgenographic examination 
of the thoracic and lumbosacral portion of the spinal column 
showed nothing abnormal. A provisional diagnosis of protruded 
intervertebral lumbar disk was made and intraspinal investiga- 
tion was recommended. The patient declined further study and 
returned home. He returned eight years later, in 1948, at which 
time the presence of spinal cord tumor was evident from the 
symptoms and neurological findings. Intraspinal investigation 
and subsequent operation disclosed the presence of a neuro- 
fibroma at the level of the 12th thoracic vertebra. 


The spinal cord tumors with which we are concerned 
in this discussion are those that occur at the level of, or 
caudad to, the tenth thoracic vertebra. Owing to the dis- 
parity in length between the spinal cord and the ver- 
tebral axis, the lumbar segments of the cord lie at the 
level of the 10th, 11th, and 12th thoracic vertebrae, and 
the nerve roots originating from these lumbar segments 
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of the cord pass obliquely downward to exit through their 
respective intervertebral foramina. 

From a clinicosurgical standpoint, intraspinal tumors 
can be conveniently classified into three categories as fol- 
lows: (1) intramedullary (that is, in the substance of the 
cord), gliomas, hemangiomas, and others; (2) intradural 
and extramedullary neurofibromas and meningiomas; 
and (3) extradural neurofibromas, sarcomas, myelomas, 
lipomas, and metastatic carcinomas (fig. 1). 

Intramedullary tumors, because they rarely produce 
radicular pain and, moreover, because they present their 
own fairly characteristic picture, should not be difficult 
to differentiate from protruded intervertebral disks; also, 
they occur relatively infrequently. It is of interest to note, 
however, that in one of the two instances of intramedul- 
lary tumor encountered in this review, the signs and 
symptoms were such that a tentative diagnosis of pro- 
truded lumbar intervertebral disk was made. 

The tumors of the second and third categories are so 
situated in relation to the nerve roots that they can, in 
their early stages, before the symptoms of cord com- 
pression become evident, simulate those of protruded 
lumbar disk. 

DIFFERENTIAL DIAGNOSIS 


The true nature of the lesion producing the patient's 
complaints can generally be determined by careful con- 
sideration of certain factors in the history and examina- 
tion. 

Night Pain.—A patient harboring a spinal cord tumor 
will often experience radicular pain four or five hours 
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after recumbency. This pain is severe enough to awaken 
him ‘rom sleep. In order to obtain relief, he finds it neces- 
sary to walk the floor, and frequently he finishes his 
night’s sleep sitting in a chair. The mechanism of this 
pain is thought to depend on the lengthening of the ver- 
tebral axis in recumbency with consequent pulling on the 
involved nerve roots, due to the ballooning of interver- 
tebral disks, which in the recumbent position are freed 
of weight bearing. 

Intractable Pain not Relieved by Conservative Man- 
agement.—Continuous pain that is not relieved by con- 
servative treatment, so unlike the pain that is typical of 
the usual protruded disk, should arouse suspicion that 
a tumor is present. 

Persistent Pain After Operation for Protruding Disk.— 
It is not unusual at this clinic to remove a spinal cord 
tumor from a patient who has had a previous operation 
for protruding disk without relief of symptoms. In our 
series there were three such cases. 


Intraspinal Tumors and Instances of Arachnoiditis Among 
1,296 Intraspinal Lesions Originating at or Below 
the Tenth Thoracic Vertebra 


Cases 
I i ns a eeeciadatearenbestdtent ebegnnndiseceseeees 13 
Ependymoma of filum terminale........................ ee eeeee 13 
ee i nn c4k0seseredksbiwanstbestitenteteees 4 


ee ED oon acd casicen tosses eweschstiewses 3 
nb cae ethpna tebe kdedetneendedtedetedecesieaseenes 2 
eek ek Ce elia ce edibipeendinree clases caee y 
PREFOMRORETEAEY GORE TUIOUIG so ooc6cccccscccssccccccccccessccveccs 1 
Intramedullary glioma (unverified).....................000e eee l 
, SE iennccscnccneees irs eseketinsasrsesekeccsinkens 1 
OE TT Te Te TTT Te TTT TET EET ETT OLTTT Tere eee 1 
RS Ge i 6 0:0. 016: 50.0.0. 66.6666 0bs0bbbnness se esscssscccccessce 1 
Chronie granuloma, intradural..........ccee..seeeeeeeees 1 
Granuloma of intervertebral disk (brucellosis?).............. 1 
Extradural hematoma.................. Mints cece wie 1 
is cnicdekidedebdutanssGRe iabipbseeees ok teee4 1 
LYMPROSRTCOMIR, TROGGEIN'S CPC .....ccccccccccccccccccccccecces 1 
Intradural, extramedullary hemangioma...................006. 1 
dc sadial he pide mets tonne o cciew-steenweianh.cud 1 
ee SL nde ck abt eedke wie edness caseeoeiaied 1 
SE i Unan ua ch acho hae OONS6s babes kesdb kis eakeneraenceweane 1 
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History of Disturbance in Urinary or Bowel Habit.— 
A history of urgency, frequency, or incontinence of uri- 
nation should not be dismissed perfunctorily as due to 
prostatism in the male or to cystocele following delivery 
and similar conditions in the female. Inasmuch as these 
symptoms occur fairly early in spinal cord tumors in- 
volving the lumbar segments, the conus medullaris, and 
cauda equina, and are extremely uncommon accompani- 
ments of protruded disks in this region, they should be 
investigated thoroughly. 

Hyperactive Reflexes——Hyperactive reflexes are a 
sign of pressure on the pyramidal tract and are not found 
in protrusion of the lumbar disk. However, a tumor of 
the spinal cord involving the lumbar segments of the cord 
will produce this finding when the stage of compression 
of the cord has been reached. Reflexes should be checked 
carefully, and not only in the lower extremities; the ac- 
tivity of the reflexes in the lower extremities should be 
checked against those in the upper extremities. 

Spasticity.—The presence of spasticity points to in- 
volvement of the spinal cord. The mechanism of its pro- 
duction is the same as that producing hyperactive re- 
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flexes, namely, compression of the spinal cord. Generally 
hyperreflexia and spasticity are found concomitantly, but 
occasionally hyperreflexia is associated with flaccidity. 
The flaccidity results from extensive involvement of the 
cells of the anterior horn and nerve roots in these cases. 


Muscular Atrophy.—Muscular atrophy occurs in only 


2% of cases of lumbar protruded disks but is common in 
cases of spinal cord tumors involving lumbar segments. 


Extradural, \\_Intradural-extramedullary 





Intramedullary / 


Fig. 1.—Clinicosurgical classification of spinal cord tumors. 


With this finding the possibility that a tumor is present 
should always be considered. Muscular atrophy can 
result from extensive involvement of the nerve roots, but 
the most usual cause is compression involving the cells 
of the anterior horn of the spinal cord. 

Sensory Involvement.—The sensory involvement pro- 
duced by protruded lumbar disks involves generally only 
a portion of one dermatome and is most often only sub- 
jective in nature. If sensory loss is marked or widespread, 
a cause other than protruded disk should be sought. 
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Fig. 2.—Comparison of incidence of various symptoms and signs in 154 
cases of protruded intervertebral disk and 154 cases of tumor of the cord. 


Overlapping of Signs and Symptoms.—In an effort to 
determine whether there are any unequivocal pathogno- 
monic signs or symptoms of either lumbar protruded 
disks or of spinal cord tumors arising from the level of the 
10th thoracic vertebra and below, two of us (W. 
McK. C. and J. D. C.) with Shelden ' analyzed the 
records of 154 patients with proved tumors of the spinal 





1. Craig, W. McK.; Camp, J. D., and Shelden, C. H.: Unpublished 
data. 


252 INTRASPINAL LESIONS—CRAIG ET AL. 
cord and 154 patients with proved protrusion of lumbar 
disks. The results are given in figure 2. It is evident from 
this analysis that spinal cord tumors in some instances 
do produce symptoms and signs that occur characteris- 
tically in cases of protruded lumbar intervertebral disks. 
It is also evident that some of the symptoms and signs 
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of protruded lumbar intervertebral disk was entertained. 


ascribed commonly to tumors of the spinal cord are 
present in some cases of protruded intervertebral disks 
in the lumbar region. 


Roentgenographic Examination.—Suffice it to say 
here that changes indicative of erosion secondary to di- 
rect pressure from benign tumors and invasive destruc- 
tion caused by primary malignant or metastatic malignant 
lesions must be carefully searched for in original roent- 
genograms. 


Intraspinal Investigation.—The importance of intra- 
spinal investigation, for example, analysis of spinal fluid, 
and contrast myelographic studies or, in some cases, dif- 
ferential spinal puncture, is indicated by the results of the 
following analysis. 


ANALYSIS OF CASES 


In the two years from Jan. 1, 1947, through December, 
1948, a total of 1,296 patients were operated on at the 
clinic for intraspinal lesions situated at the level of the 
10th thoracic vertebra or lower. Of this number, 51 pa- 
tients had tumors and three had arachnoiditis (see ac- 
companying table). Of the 51 who had tumors, 24 gave 
evidence of tumors from the outset. In 20 of the remain- 
ing 27 cases, the presumptive diagnosis made from the 


Fig. 3.—Type and location of 27 intraspinal tumors in which diagnosis 
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initial history and neurological, orthopedic, and roent- 
genographic examination was protruded lumbar inter. 
vertebral disk. In the remaining seven cases, althouvh a 
working diagnosis of protruded disk was made, the pos- 
sibility that the lesion might be an intraspinal tumor: was 
entertained. The chief reasons for including the alternate 
diagnosis of spinal cord tumor were one or a combination 
of the following features: (1) history of night pain, (2 
presence of marked scoliosis or kyphoscoliosis, and (3) 
presence of primary malignant lesion elsewhere in the 
body (fig. 3). 

In all but five of the 27 cases in which the diagnosis of 
protruded lumbar intervertebral disk was entertained, the 
resuMs of study of the protein in the cerebrospinal fluid 
immediately aroused suspicion of cord tumor. The con- 
centration of protein in the cerebrospinal fluid ranged 
between 120 and 10,000 mg. per 100 cc. It has been our 
experience that, if more than 100 mg. of total protein is 
found in the cerebrospinal fluid, the offending lesion is 
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Fig. 4.—Type and location of 12 intraspinal tumors in which neuro- 
logical examination disclosed nothing abnormal. 


considered to be a spinal cord tumor until proved other- 
wise. In the five cases in which the concentration of total 
protein was 100 mg. or less, the lesions were as follows: 
extradural angioma, granuloma of a disk (question of 
brucellosis), extradural angiosarcoma, metastatic car- 
cinoma from the prostate, and ependymoma of the filum 
terminale. 
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In all of these 27 cases, contrast myelography with 
air or radiopaque oil was employed. By this means a diag- 
nosis of intraspinal tumor was established in all but four 
cases. In two of these four cases, the results of myelo- 
sraphic studies were atypical for protruded intervertebral 
disk and suggested, but did not establish, the diagnosis of 
tumor. In the remaining two cases, a case of granuloma 
of the intervertebral disk and a case of extradural meta- 
static carcinoma, the diagnosis made as a result of con- 
trast myelographic studies was protruded intervertebral 
disk. However, with the lesion accurately localized by 
contrast myelographic studies, the true diagnosis was es- 
tablished at operation. In 12 of the 51 cases of intraspinal 
tumor in this series, there were no sensory, motor, 
sphincter, or reflex changes (fig. 4). 

In this study we also encountered three cases of arach- 
noiditis. In two of these cases a presumptive diagnosis 
of spinal cord tumor was made from the history and gen- 
eral, neurological, and orthopedic examinations. In the 
third case, the patient complained only of low back pain 
and unilateral sciatica. The neurological examination 
disclosed nothing abnormal, and in this case a working 
diagnosis of protruded intervetebral disk was made and 
intraspinal investigation was carried out. The value for 
total protein in the cerebrospinal fluid was 20 mg. per 
100 cc. Myelographic studies with ethyl iodophenylun- 
decylate (pantopaque®) revealed partial block to the 
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cephalad flow of oil at the body of the first lumbar verte- 
bra. This suggested the possibility of a spinal cord tumor. 
Exploration revealed arachnoiditis. 


SUMMARY AND CONCLUSIONS 

From study of 1,296 cases in which operation was per- 
formed at the Mayo Clinic for intraspinal lesions at or 
below the level of the 10th thoracic vertebra, it is evi- 
dent that the symptoms and signs of spinal cord tumors 
that originate at the level of the 10th thoracic vertebra or 
lower may simulate those of the protruded lumbar inter- 
vertebral disk. In these instances the true nature of the 
lesion producing the signs and symptoms cannot be de- 
termined from the history and neurological, orthopedic, 
or simple roentgenographic examination. However, when 
intraspinal investigation, consisting of analysis of spinal 
fluid and contrast myelographic studies, is carried out, 
the presence of intraspinal tumor becomes evident and 
its location is established in most instances. In those in- 
stances in which intraspinal investigation does not estab- 
lish the true nature of the lesion, myelographic study with 
a contrast medium does localize the lesion accurately. In 
this way the operation can be directed to the site of the 
lesion, and the proper diagnosis can be established at 
operation. By analysis of spinal fluid and contrast myelo- 
graphic studies, a significant number of errors can be 
avoided. 





DIAGNOSIS AND TREATMENT OF BELL’S PALSY 


William Bierman, M.D., New York 


In addition to inability to move the muscles of one side 
of the face, the patient with Bell’s palsy may present 
other symptoms. The one most frequently encountered 
is pain; this may be experienced prior to, concomitantly 
with, or subsequent to the onset of paralysis. It may vary 
in intensity and duration from relatively mild and tran- 
sient to, rarely, severe and persistent. The location 
of the pain can be auricular, postauricular or pre- 
auricular. When, during the performance of operations 
on the ears of patients who were conscious, I applied 
electric stimulation to the bony inner tympanic wall 
where the tympanic nerve (Jacobson’s nerve) and some 
of its branches are located these patients complained of 
pain that was varyingly referred to the three regions men- 
tioned. Another common symptom is epiphora, which 
may be due to ectropion and to increased secretion. Other 
eye disturbances include blurred vision and a burning 
sensation, occurring particularly after reading or watch- 
ing motion pictures or television. Changes that occur in 
the mouth include variations in salivary secretion, loss of 
taste in the anterior two-thirds of the tongue, and drool- 
ing. Food collects between the buccal mucosa and the 
teeth. Tinnitus or hyperacusis rarely occur. 


DIAGNOSIS AND PROGNOSIS 
The simplest and most important diagnostic procedure 
is inspection. When involvement is complete, there is lack 
of ability to wrinkle the forehead, frown, wrinkle the 
nose, close the eye completely (the eyeball rolls upward 


and outward, showing the sclera), dilate the nostrils, 
show the teeth, or contract the lips on the involved side. 
Such efforts at contraction cause the features to be pulled 
toward the uninvolved side. The normal lines of the face 
become completely or partially erased. 

Instrumental aids to diagnosis include electric testing 
and electromyography. Several techniques are available 
for determination of the sensitivity of the facial nerve 
and muscles to electric stimulation. Some of these are 
the use of interrupted galvanic and faradic currents, 
chronaximetry, and determination of strength duration 
curves. Erb indicated that if two to three weeks follow- 
ing the onset of a paralysis the faradic responses of the 
nerve and muscles are good and the muscles react briskly 
to galvanic stimulation, the involvement is mild and re- 
covery will take place within an additional two to three 
weeks.' With moderate involvement a partial reaction of 
degeneration occurs, as demonstrated by diminished 
faradic and sluggish galvanic responses; recovery could 
come about within six to eight weeks. In the severe form, 
with faradic inexcitability and sluggish galvanic response, 
recovery, if it occurs, may take six to eight months. Nor- 
mal chronaxie values (those well below 1 «) indicate a 
mild attack and permit a prognosis of recovery within a 





Read before the Section on Physical Medicine and Rehabilitation at 
the One-Hundredth Annual Session of the American Medical Association, 
Atlantic City, June 14, 1951. 

1. Bauwens, P.: The Electrodiagnostic Aspect of Facial Paralysis, 
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the paralysis may continue for months. 

Electromyographic examinations confirm clinical ob- 
servations and also permit more detailed analysis of the 
nature of the paralysis. In mild cases, there is only a re- 
duction in motor unit activity in response to maximal 
voluntary effort, and recovery takes place within. a few 
weeks. Fibrillation potentials occur in cases of denerva- 
tion. Motor units of recovering patients produce poly- 
phasic potentials. As with other electric techniques, it 
may not be possible with this method to differentiate 
between an axonal interruption and a reversible ischemic 
block for about 12 to 14 days after the nerve injury 
occurs. Feinstein observed that normal action potentials 
of the muscles of the face are of 2 to 5 milliseconds 
duration and of 50 to 500 pv. in amplitude. These values 
are smaller than the normal values for the large muscles 
of the limbs.? 





Fig. 1.—Adhesive tape sling to prevent epiphora and loss of orbicular 
tone caused by drag of cheek muscles of patient with Bell’s palsy. 


TREATMENT 


Treatment should be initiated as soon as possible. 
Viewed in the light of present day knowledge, the old 
dictum of waiting 10 or more days after the onset of 
paralysis before inaugurating treatment is indefensible. 
It is true that many patients with facial paralysis recover 
spontaneously; however, extensive clinical experience, 





2. Feinstein, B.: The Application of Electromyography to Affections of 
the Facial and the Intrinsic Laryngeal Muscles, Proc. Roy. Soc. Med. 
39: 817 (Oct.) 1946. 

3. Huber, E.: Evolution of Facial Musculature and Expression, Balti- 
more, Johns Hopkins Press, 1931. 

4. Eisenhauer, J., and Key, J. A.: Studies on Muscle Atrophy: Method 
of Recording Power in Situ and Observations on Effect of Position of 
Immobilization on Atrophy of Disue and Denervation, Arch. Surg. 51: 
154 (Oct.) 1945. 

5. Pickerill, H. P., and Pickerill, C. M.: Early Treatment of Bell’s 
Palsy, Brit. M. J. 2: 457 (Oct. 6) 1945. 





few weeks. If the chronaxie values are higher than 1 o 
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as well as experimental determinations by many \ ork- 
ers, indicate that if proper treatment is promptly init),ted 
patients with mild paralyses may recover in an abbreyj- 
ated period, and some of those with severer involvement 
may be saved from permanent disfigurement. Treatient 
of Bell’s palsy involves the same considerations as treat- 
ment of any other damaged lower motor neurone, plus 
the special considerations arising from the unique c\ar- 
acteristics of the facial muscles. Unlike the muscles of 
the extremities, in which contraction of agonists is ac- 
companied by relaxation of antagonists, bilateral muscles 
of the face contract simultaneously in normal expression, 
The purpose of physical therapy for Bell’s palsy is to 
minimize atrophic alterations that follow damage to the 
facial nerve. To accomplish this most effectively, treat- 
ment should be started as early in the disease as possible, 
since atrophy takes place most rapidly in the early stage 
of denervation. The therapeutic measures available in- 
clude immobilization, application of heat, electric and 
reflex stimulation of muscles, massage, exercise, and re- 
assurance and advice to the patient concerning his daily 
activities. 
Immobilization —The value of immobilization be- 
comes clear when the effect of motion on the involved 
muscles is considered. “Facial expression is evidently a 
reflex action of high complexity in which the highest cor- 
tical centers are involved. Certain impulses arising in as- 
sociation centers reach the facial area of the motor cortex, 
and when sufficiently strong they seemingly release, 
against our will, motor impulses to the mimetic muscles. 
While a person is awake, the mimetic muscles like the 
rest of the voluntary system are kept in a state of tonus, 
ready to contract at any time. Yet the intensity of tonus 
varies according to the state of attention of mind.” * Ordi- 
narily the muscles of both sides of the face contract 
simultaneously. It is questionable whether the muscles 
of the opposite side of the face relax completely when an 
effort is made at unilateral contraction. In Bell’s palsy, 
unfortunately for the patient, every attempt at motion, 
such as talking, eating, and registering emotion, result in 
he paralyzed muscles being pulled toward the uninvolved 
side. That such stretching is harmful is indicated by the 
experiments of Eisenhauer and Key,‘ who, working with 
the gastrocnemius-soleus group of muscles in cats, found 
that atrophy from disuse is severer in stretched muscles 
than in those maintained in the relaxed or neutral posi- 
tion. Pickerill and Pickerill ° consider that the chief factor 
in lack of recovery from what should be temporary 
paralysis of the facial muscles is the immediate and con- 
tinued overstretching of the paralyzed muscles by the 
normal muscles of the opposite side of the face. They 
noted that if means to prevent stretching of the muscles 
was applied directly after purposeful cutting of the facial 
nerve during removal of a parotid tumor the muscles lost 
surprisingly little tone during the three week interval 
before plastic surgery (consisting of fascia lata and 
muscle grafts) was performed, in contrast to greater loss 
of tone in muscles for which no such care was taken to 
avoid stretching. 

To minimize stretching of the paralyzed muscles the 
patient is instructed to avoid facial movements as much 
as feasible. Thus he is told to talk through his teeth and 
to maintain a “poker face.” Mechanicai aids are helpful; 
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in our experience the most satisfactory one is a sling 
that holds up the lower eyelid and the sagging muscles 
(fig. |). Two strips of scotch tape or adhesive tape, each 
about % in. (0.64 cm.) wide and about 3 in. (7.62 cm.) 
long are applied for this purpose. Starting about 1 in. 
(2.54.cm.) below the eye, toward its outer side, one strip 
is placed diagonally across the region between the inner 
canthus and the nose and is attached to the forehead. 
The other strip crosses the first as it is extended from the 
area below and toward the medial side of the eye to the 
region lateral to the eye and continues to the outer side 
of the forehead. The lower lid and the face are pulled 
upward before the strips are anchored to the forehead. 
These strips can be removed at night and occasionally 
during the day and can be placed in adjacent skin areas 
to avoid irritation. This technique, which helps to hold 
the lower lid in apposition to the eye, is designed to pre- 
vent both epiphora and loss of orbicular tone caused by 
the drag of cheek muscles. 

Another good technique suggested by the Pickerills 
aims at counteracting the medial pull caused by contrac- 
tion of the contralateral normal muscles. ““The lower half 
of the paralysed side is first smeared thinly with vaseline 
or oil. Two strips of half- or three-quarter-inch strapping 
are then applied to the clean sound side on a level with 
the upper and lower lips, starting about three-quarters of 
an inch in front of the ear. The sound side is pushed 
across to the paralyzed side, and while in this position 
the other ends of the strapping are firmly stuck down to 
the mastoid process on the paralyzed side.” My patients 
will not tolerate this technique, and I resort to the use of 
a plastic-covered wire bent to engage the outer corner of 
the mouth and to loop over the ear. While not as thera- 
peutically satisfactory, this device has the advantage of 
ready removability and replacement. A better device, 
which is also cosmetically superior, is the removable 
intraoral splint constructed by Allen and Northfield.° 

Heat.—The value of warming the face can be readily 
demonstrated in the patient who has a paretic muscle and 
who has just come in from the cold outdoors. Prior to 
the application of heat no muscle movement may be dis- 
cerned, while directly afterward such motion may be 
obvious. Experiments performed by Asmussen and Boje ‘ 
showed that a muscle functions better when warmed. 
Bowden and Gutmann* did biopsies on denervated 
muscles and observed that blood vessels had become 
dilated and collections of red blood corpuscles and poly- 
morphonuclears could be seen outside them, indicating 
circulatory stasis. The hyperemia-producing effect of 
heat * may help to minimize this circulatory deficiency. 
I have found it convenient to use radiant heat for a period 
of about twenty minutes as a preliminary measure to 
other therapy. 

Electric Stimulation.—It is my impression, gained 
from treating a large number of patients over a period 
of many years, that electric stimulation is important in 
the treatment of Bell’s palsy. Such stimulation should 
be applied as early as possible, even before a reaction of 
degeneration is demonstrable. Observations made by 
many experimental workers substantiate this conclusion 
based on clinical experience. For electric stimulation I 
use an interrupted current having a square wave form. 
The active electrode is the cathode. It is convenient to 
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use an automatic interrupter because it permits both 
hands to be free; one to transfer the stimulating electrode 
from muscle to muscle and to hold it in position for the 
duration of several contractions and the other to regulate 
the potentiometer so that the minimal amount of current 
strength is applied to secure a vigorous muscle contrac- 
tion. Kosman and his co-workers consider that the best 
type of electric current for muscle stimulation is a 25 
cycle sinusoidal current. Application of electric current 
as a substitute for the absent voluntary impulses should 
be done daily if possible. 

Reflex Stimulation.—The motor nucleus of the facial 
nerve receives fibers from the corticobulbar tract of the 
same and opposite sides and also fibers from the lateral 
trigeminus and medial lemniscus and from the spino- 
thalamic tracts. Through these connections reflex facial 
movement in animals may be initiated from various re- 
ceptive areas of the body.'’ For patients with Bell’s palsy 
I use the blue pencil effluve from a static machine to 





Fig. 2.—Residual distortion of features, with face in repose, of 10-year- 
old girl who had Bell’s palsy in the left side of the face when 8 days old. 


evoke, if possible, a reflex action. This application is 
mildly irritating, and, like a fly alighting on the face or 
like the brush of a feather (which has been used for the 
purpose), can produce contraction of the facial muscles. 
The explanation of this phenomenon is based on two 
postulations: 1. that a reflex pathway exists between the 
trigeminal and facial nerves, and 2. that a contractable 
muscle exists even when visible evidence of voluntary 
movement is absent; the latter can be shown to be true 
electromyographically. 
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sideration: the symmetrical contraction on the normal 


side should not cause a disproportionate pull that would 
stretch the weaker muscles on the involved side. In the 
region of the forehead and the eye, there is little danger 


of stretching the weak muscles, but this possibility should 
be avoided in contractions of the nose, cheek, lips, and 
chin. If necessary, the muscles on the normal side should 
be restrained manually. The patient should not be re- 
quested to exercise until he shows himself capable of 
meeting the requirement mentioned; however, it is not 
necessary that he be made to wait until all muscles begin 
to function. When permitted to do so, he should exercise 





Fig. 3.—Asymmetrical smiling in girl shown in fig 2. 


several times a day, preferably in front of a mirror. Exer- 
cises should be performed as early as possible. Certain 
positions during exercise may be more advantageous than 
others, as, for example, a patient may not be able to 
move the orbicularis oculi satisfactorily while he is in 
the upright position but can do so in the supine position. 
Contractions about the mouth may be observed by having 
the patient “swallow hard.” Movement in the muscles 
about the mouth may be observed as the patient talks, 
even though he cannot elicit isolated motion in these 
muscles on request. 

Inadequate exercise is particularly dangerous for chil- 
dren with facial paralysis. Even though voluntary control 
of the involved facial muscles is soon reestablished, the 
symmetrical character of these contractions may be lost. 





11. Ballance, C., and Duel, A. B.: Operative Treatment of Facial 
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12. Morris, W. M.: Surgical Treatment of Bell’s Palsy, Lancet 1: 429 
(Feb. 19) 1938. 





Exercise.—The best form of physical therapy for 
poorly functioning muscles is active exercise; however, 
it can only be used by patients who have some muscle 
tissue that is capable of contraction and that has a neural 
pathway to it over which the voluntary impulse can 
travel. In the face, there is an additional important con- 
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This may be due to disproportionate growth of the :mys- 
cles or to the development of faulty habit patterns. |¢ js 
difficult to impress a child with the importance of ex- 
ercise (fig. 2, 3, and 4). 

Massage.—Massage, if used, should be applied to 
paralyzed muscles with very mild pressure, as in ef- 
fleurage. In the face, particularly, where a bony surface 
lies only a short distance beneath the muscles, there js 
danger of mechanical traumatization. 


General Considerations.—The patient will often ask 
questions regarding daily activities, in addition to those 
concerning diagnosis and prognosis. He should be told 
to avoid eye-strain from reading and looking at motion 
pictures. Some patients are helped by wearing colored 
glasses or an eye shield, particularly if they have marked 
ectropion. Washing the eye with boric acid solution will 
help allay irritation. Chewing can be done on either side 
of the mouth, inasmuch as the masseter and buccinator 
muscles are not involved, but the patient may prefer to 
do most of his chewing on the normal side because food 
collects between the teeth and cheek on the paralyzed 
side. Some patients find they can chew best when they 
pull the involved cheek upward toward the ear with one 
hand. The answer to the question “Shall I go to work?” 
depends on the nature of the work. The preoccupation 
of activity is good for the patient’s morale, but it should 
not be of a type that requires constant use of the facial 
muscles, such as talking. Drafts should be avoided. 

Psychic Considerations.—Too often the physician 
neglects the fact that his patient is a human being need- 
ing reassurance to allay fears engendered by his intel- 
lectual and emotional reactions to his condition. The 
patient receives some reassurance when informed that 
his condition is not due to a stroke, but he is still disturbed 
by what appears to be a calamitous state. Advice that 
the condition should be left alone for ten days because it 
may clear up spontaneously, gives him a dubious sense 
of comfort, which disappears entirely if, as is true in 
many instances, the paralysis is still present at the end 
of that time. Furthermore, this approach is wrong, be- 
cause immediate treatment is necessary. If the patient’s 
face is closely scrutinized at every visit, slight evidence 
of improvement may be detected: there may be di- 
minution of distortion when the face is at rest; the naso- 
labial fold may become evident; lines may appear be- 
neath the eyes or under the lower lip; the corner of the 
mouth may deepen; and there may be slight observable 
contraction of various muscles. Knowledge of this en- 
couraging objective information as well as of that de- 
termined from chronaxie and electromyographic studies 
greatly uplifts the patient’s morale. With this ap- 
proach, the patient may be given considerable relief from 
torturing fears and doubts during the period of palsy. 

Medication and Surgery.—Antibiotics and vitamin B 
have been prescribed for the patient with Bell’s palsy, 
but their value has not yet been demonstrated. Encour- 
iged by results of their experiments on monkeys, Ballance 
and Duel '! have recommended that in patients partially 
recovered from Bell’s palsy the nerve in the fallopian 
aqueduct be uncovered at an early date and be decom- 
pressed by incision of the sheath. Other surgeons have 
advocated this procedure also.’? Josephine Collier ** has 
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published a critical review of the value of the decompres- 
sion operation. She states, “The belief that decompression 
performed say eight to ten weeks after onset of paralysis 
has been responsible for the recovery of movement in 
a few days does not take account of the rate at which 
regeneration occurs. Such cases are probably one of re- 
yersible ischemic block or of mixed character. . . . If fibril- 
lation action potentials are absent or few in number or if 
motor units are obtained on insertion of the needle, oper- 
ation on the nerve is not justified. Since I have had the 
assistance of electromyography I have not seen any case 
of Bell’s palsy that called for decompression. There are 
occasional cases that remain permanently paralysed. | 
am inclined to think that these patients with persisting 
paralysis should be treated by a combination of facial- 
hypoglossal anastomosis and plastic surgery. All cases 
should have physiotherapy from the onset.” 


CLINICAL RESULTS 


Clinical results must be the final criterion of the value 
of treatment for Bell’s palsy. The table shows the time 
required for recovery in 100 patients in whom treatment 
was begun within two weeks of the onset of paralysis. The 
patients are classified into two groups according to type 
of initial therapy given, with 55 receiving treatment A 
and 45 receiving treatment B. Treatment A consisted of 
daily application during the first two weeks of radiant 
heat and static brush discharge. Patients who still showed 
signs of paralysis at the end of two weeks were treated 
with radiant heat and interrupted galvanic current three 
times weekly. Treatment B consisted of the application 
of radiant heat and massage every other day during the 
first two weeks; subsequently, interrupted galvanic stimu- 
lation and exercise were administered three times a week. 
All patients were given a supporting device consisting of 
a curved wire hooked onto the corner of the mouth and 
over the ear on the paralyzed side. The results shown in 
the table clearly indicate that patients receiving daily 
treatment during the first two weeks with heat and static 
brush and subsequently with interrupted galvanic stimu- 
lation recover more rapidly than do those who are treated 
initially with heat and massage every other day and later 
with interrupted galvanic stimulation. Not all patients 
made a complete recovery; in a few, some residual weak- 
ness persisted for a long time. 


SEQUELAE TO BELL’S PALSY 


With relatively severe involvement (persistence of 
palsy for more than three months) abnormal phenomena 
may appear. These include the occurrence of associated 
movements, contractures, spontaneous muscle contrac- 
tions, and exaggerated reflex irritability. The gusto- 
lacrimal reflex and the auriculotemporal syndrome are 
observed infrequently. The pathological gustolacrimal 
reflex is usually transient and consists of a flow of tears 
from the homolateral eye when gustatory stimuli reach 
the anterior part of the tongue. The auriculotemporal 
syndrome may be seen after incomplete recovery from 
facial nerve palsy and is characterized by redness of the 
skin and increased perspiration in the area innervated by 
the auriculotemporal nerve. Guttmann’s * explanation 
for this phenomenon is that the vasodilator and secretory 
fibers supplying the affected area are released from sym- 
pathetic control. 
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In associated movements all muscles on the involved 
side of the face contract when effort is made to move one 
or a limited number of muscles. Lipschitz '* thought this 
was due to a misdirection of regenerating fibers growing 
indiscriminately from the central part of the injured 
nerve into the peripheral part, crossing and recrossing 
each other’s pathways and mutually intruding into each 
other’s channels. Many others subscribed to this ex- 
planation. Wartenberg '* made a critical and intensive 
analysis of this hypothesis and concluded that if these 
associated movements are regarded as a release phenom- 
enon due to a central lesion, all the pertinent clinical facts 
can be more readily understood. He noted a striking sim- 
ilarity between the condition due to lesions of the pyram- 
idal tracts, as seen in cases of spastic paralysis, and the 
condition in the muscles of the facial nerve after partial 
recovery from palsy. 





Fig. 4.—Contractions of left side of face achieved with special effort 
in girl shown in fig 2. 


The patient who is initially concerned with the in- 
crease in the width of eye showing between his lids be- 
comes equally disturbed when he finds that, following 
narrowing of the palpebral fissure, his eye appears 
smaller. Such contractures become evident in other facial 
muscles as well. I have attempted to treat contractures of 
facial muscles in various ways, none of them completely 
satisfactory. The techniques I have employed include 
active, passive, and assistive stretching exercises, heat in 
various forms, iontophoresis variously with magnesium 
sulfate, curare, and neostigmine. I now apply ultra sound. 
When a case of palsy continues for more than sev- 





13. Collier, J.; Spillane, J. D., and Bauwens, P.: Symposium: The 
Treatment of Facial Paralysis, Proc. Roy. Soc. Med. 43: 746 (Oct.) 1950. 

14. Guttmann, L.: Die Schweissekretion des Menschen in ihren Bezie- 
hungen zum Nervensystem, Ztschr. f. d. ges. Neurol. u. Psychiat. 135: 1, 
1931. 

15. Lipschitz, R.: Beitrage zur Lehre von der Facialislahmung nebst 
Bemerkungen zur Frage der Nervenregeneration, Monatschr. f. Psychiat. u. 
Neurol. (supp.) 20: 84, 1906. 
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eral weeks, I anticipate the possibility of visible con- 
tracture formation and use ultra sound. My experience 
with this measure in the late and after care of Bell’s 
palsy is too recent to permit me to reach a conclusion as 
to its value other than to consider it worthy of further 
trial. 
SUMMARY 

Clinical and laboratory evidence is presented to indi- 
cate that it is possible to influence the course of Bell’s 
palsy. This influence is exerted on tissue altered by dam- 
age to its motor nerve supply. It is important to apply 
treatment immediately. The rationale for the indicated 
therapeutic procedures is based on an understanding of 
the pathological nature of the disease and of its symptoms 
as determined by clinical and instrumental criteria. The 
measures recommended for the care of Bell’s palsy in- 


Recovery Time in 100 Patients with Bell’s Palsy Treated Within 
Two Weeks After Onset 


Treatment A * Treatment B t 











Percentage yh Percentage 
Recovery Number - — Number -— ~ 
Time, of of Cumula- of of Cumula- 
Weeks Patients Group tive Patients Group tive 
1 2 4 ‘ 0 ibe 
2 20 35 39 9 20 
3 4 7 me 3 7 os 
4 13 23 69 5 ll 38 
6 2 4 3 7 
7 2 4 3 7 
8 ) 9 i 7 16 ° 
12 2 4 #) 2 4 72 
17 1 2 6 14 
21 2 4 “a 1 2 
26 2 4 100 2 4 92 
30 1 2 
34 1 2 
39 1 2 oe 
48 1 2 100 
Total 55 45 





* Daily application during the first two weeks of splinting, radiant 
heat, and static brush discharge and, subsequently, application three 
times a week of radiant heat and interrupted galvanic current. 

+t Application every other day during the first two weeks of splinting, 
radiant heat, and massage and, subsequently, application three times a 
week of interrupted galvanic current and exercise. 


clude immobilization, heat, electric and reflex stimula- 
tion, and exercise. Attention is called to the sequelae of 
Bell’s palsy. 

471 Park Ave. 


16. Wartenberg, R.: Associated Movements in the Oculomotor and 
Facial Muscles, Arch. Neurol. & Psychiat. 55: 439 (May) 1946. 





Courtesy Calls.—It is not only rational but essential for a doctor 
settling in a new place to call on the other doctors there because 
he is going to be one of them. And he should make himself 
known as agreeably as possible, not as if he expected them to 
hand over their practices, but as one man talking to others in 
as modest a way as possible, not boasting of his advantages or 
ability in any particular line, or the advance of medicine in 
which he has participated, because after all those things smack 
of the freshman, no matter how true they seem. And from the 
very beginning you should get on good and friendly terms with 
the other doctors. That is very often not done, and always with 
unfortunate results. People working in the same profession ought 
to work together; if any man from the beginning makes up his 
mind that he is going to be friendly and forbearing rather than 
otherwise, things will be very much better—George Dock, 
Medical Ethics and Etiquette, 1906, quoted in Dr. Robert Coope, 
The Quiet Art, Edinburgh, E. & S. Livingstone Ltd. (Baltimore, 
Williams & Wilkins Co.), 1952, p. 224. 
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CONGENITAL METHEMOGLOBINEMIA 
SIMULATING TRICUSPID ATRESIA 


REPORT OF A CASE 


Benjamin M. Gasul, M.D. 
Egbert H. Fell, M.D. 


Raul Casas, M.D., Chicago 
and 


Raul Pereiras, M.D., Havana, Cuba 


Congenital methemoglobinemia is one of the rare 
causes of generalized cyanosis. A thorough review of the 
literature reveals only 30 reported cases, 19 verified ' and 
11 doubtful.* The following case is reported because of 
the rarity of this condition and because the findings simu- 
lated those present in tricuspid atresia. 


REPORT OF CASE 


A five-month-old male Cuban infant was recently referred to 
us with the following history: The baby was delivered by a cesa- 
rean section, but the delivery was otherwise uneventful. The birth 
weight was 7 Ib. 12 oz. (3,515 gm.). Cyanosis was noted on the 
second day after delivery. The baby was given oxygen and kept 
in an oxygen incubator for 12 days. The cyanosis did not im- 
prove. Because of a systolic murmur over the base of the heart 
and a left axis deviation of the electrocardiogram, a diagnosis of 
probable tricuspid atresia was made by the attending physician, 
and the patient was sent to Chicago for possible surgical inter- 
vention. 

Examination revealed a markedly cyanotic, very irritable in- 
fant. The cyanosis was especially marked on the lips, fingers, 
toes, and mucous membrane of the mouth and eyes. He weighed 
14 Ib. 8 oz. (6,577 gm.) and was 28 in. (71.1 cm.) tall. There was 
no clubbing of the fingers. The blood pressure was 90/60 in the 
upper extremities. The femoral pulsations were normal. The 
heart was not enlarged on percussion. The apex beat was in the 


From the Hektoen Institute for Medical Research, the Children’s Divi- 
sion of Cook County Hospital, and Mount Sinai Hospital, Chicago. 

1. (a) Slosse, A., and Wybauw, R.: Un cas de méthémoglobinémie 
idiopathique, Ann. et Bull. Soc. roy. d sc. méd. et nat. de Brux. 70: 206, 
1912. Dieckmann, W. J.: Methemoglobinemia, Arch. Int. Med. 50: 574, 
1932. Hitzenberger, K.: Autotoxische Zyanose (Intraglobulire Methimo- 
globinamie), Wien. Arch. f. inn. Med. 23:85, 1932. Van Lier, H. W.: 
Over de Parhaemoglobinaemieen, Utrecht, These, 1933. van Thienen, 
G. J.: Methemoglobinemia, Nederl. tijdschr. v. geneesk. 77: 1086, 1933. 
Van Heukelom, S.: Intraglobulaire congenitale familiaire methemoglobin- 
aemia, Geneesk. tijdschr. v. Nederl.-Indié. 77: 3054, 1937. Lian, C.: 
Frumusan, P., and Sassier: Méthémoglobinémie congénitale et familiale: 
Action favorable de l’acide ascorbique, Bull. et mém. Soc. méd. d. hop. 
de Paris 55: 1194, 1939. Deeny, J.; Murdock, E. T., and Rogan, J. J.: 
Familial Idiopathic Methaemoglobinaemia, with Note on Treatment of 
2 Cases with Ascorbic Acid, Brit. M. J. 1: 721, 1943. King, E. J.; White, 
J. C., and Gilchrist, M.: Case of Idiopathic Methaemoglobinaemia Treated 
by Ascorbic Acid and Methylene Blue, J. Path. & Bact. 59: 181, 1947. 
Graybiel, A.; Lilienthal, J. L., Jr., and Riley, R. L.: Report of Case of 
Idiopathic Congenital and Probably Familial Methemoglobinemia, Bull. 
Johns Hopkins Hosp. 76: 155, 1945. Sievers, R. F., and Ryon, J. B.: 
Congenital Idiopathic Methemoglobinemia: Favorable Response to Ascorbic 
Acid Therapy, Arch. Int. Med. 76: 299, 1945. (b) Eder, H. A.; Finch, C., 
and McKee, R. W.: Congenital Methemoglobinemia: Clinical and Bio- 
chemical Study of Case, J. Clin. Investigation 28: 265, 1949. (c) Baltzan, 
D. M., and Sugarman, H.: Hereditary Cyanosis, Canad. M. A. J. 62: 348, 
1950. 

2. (a) Litarczek, G.; Aubert, H., and others: Sur un cas de cyanose 
autotoxique par méthémoglobinémie intraglobulaire, Sang 4: 188, 1930. 
(b) Miller, R.: Case of Enterogenous Methaemoglobinaemia (Congenital)? 
in Child, Arch. Dis. Childhood 5: 73, 1930. (c) Leiner, G., and Minibeck, 
H.: Ein Fall von intraglobularer methaemoglobinaemie, Wien klin. 
Wcehnschr. 48: 1547, 1935. Bensley, E. H.; Rhea, L. J., and Mills, E. S.: 
Familial Idiopathic Methaemoglobinaemia, Quart. J. Med. 7: 325, 1938. 
(d) Schwartz, A. S., and Rector, E. J.: Methemoglobinemia of Unknown 
Origin in 2 Week Old Infant, Am. J. Dis. Child. 60: 652, 1940. (e) Gib- 
son, Q. H., and Harrison, D. C.: Familial Idiopathic Methaemoglobin- 
aemia, Lancet 2: 941, 1947. 
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gfth inierspace, just outside the midclavicular line. The rhythm 
was normal, and there was a grade 2 soft systolic murmur over 
the pulmonary area. Fluoroscopic and x-ray examinations re- 
, wide base, which was interpreted as an enlarged thymus 
gland. The vascular pulmonary markings appeared normal 
(fig. |). The right oblique view showed a slight posterior dis- 
placement of the esophagus in the region of the left auricle, and 
the chest on the left oblique view was considered normal, with 
sible enlargement of the inflow tract of the left ventricle. 
The electrocardiogram (fig. 2) revealed a left axis shift in 
the standard leads, a horizontally shaped heart in leads AVL 
and AVF, and no evidences of heart strain in the unipolar leads. 
On roentgenograms the long bones appeared to be normal. 
Examination of the blood revealed a hemoglobin level of 15.8 
om. per 100 cc. (102.6%), 5,440,000 red blood cells and 3,600 
white blood cells. The differential count showed 21% segmented 
leukocytes, 78% lymphocytes, and 1% monocytes. The color 
index was 0.95. Fragility tests of the red blood cells revealed be- 
ginning hemolysis in a 40% sodium chloride solution and com- 
plete hemolysis in a 30% solution. The ascorbic acid content was 
0.24 mg. per 100 cc. of blood. An arterial blood sample was ex- 
amined by Dr. James Campbell of the Presbyterian Hospital, 


yealed 


pe 





Fig. 1.—Roentgenogram of the heart. Note the wide base and normal 
vascular pulmonary markings. 


and the oxygen capacity was 8.37 vol. %, the oxygen content 
4.13 vol. %, and the oxygen saturation 49.4 vol. %. 

Although the findings were consistent with a diagnosis of tri- 
cuspid atresia, the fluoroscopic appearance of the normal vascu- 
lar pulmonary markings were inconsistent with the diagnosis of 
tricuspid atresia associated with pulmonary stenosis or atresia, 
and the normal size of the heart as well as the normal vascular 
pulmonary findings were also inconsistent with the diagnosis of 
tricuspid atresia associated with complete transposition of the 
great vessels.* Because of this discrepancy, an angiocardiogram 
was performed and no evidences of tricuspid atresia, interauricu- 
lar septal defect, pulmonary stenosis, or transposition of the 
great vessels were found (fig 3). 

Because there was no evidence of any congenital malforma- 
tion of the heart that would produce cyanosis, or of an arterio- 
venous pulmonary aneurysm, the probable diagnosis of met- 
hemoglobinemia was then made. Since the baby did not take any 
medication and there was no history of drinking any well water 
or contact with any aniline dyes either at home in Cuba or in 
Chicago, the methemoglobinemia was thought to be of the pri- 
mary, congenital type. In our anxiety to prove this diagnosis, we 
injected 5 cc. of a 1% methylene blue solution before a sample 
of blood had been withdrawn for determination of the methemo- 
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globin content. Within 20 minutes the cyanosis had completely 
disappeared, and the baby appeared as pink as any other normal 
infant. 

A sample of the arterial blood obtained 12 hours later re- 
vealed an oxygen saturation of 95.4%, with a methemoglobin 


content of 0.8% of the total hemoglobin (a normal finding). 


Lead AVR 





Fig. 2.—Electrocardiogram revealing a left axis shift in the three stand- 
ard leads. Leads AVL and AVF reveal a horizontally shaped heart. There 
are no evidences of heart strain in any leads. 


A blood count taken one week later showed a red blood count of 
4,730,000 and a hemoglobin level of 12.3 gm. (78.8%). The soft 
systolic murmur disappeared, and the electrocardiogram still 
showed a horizontally shaped heart with a left axis shift. 





Fig. 3.—The dextroangiocardiogram shows a normal right auricle, right 
ventricle, main pulmonary artery, and right and left pulmonary branches, 
and no dextroposition of the aorta. 


The methemoglobin content during the infant’s stay in the 
hospital went up to 1.8%, 2.3%, and 3.5% of the total hemo- 
globin content. The blood count went up again to 5,860,000 red 





3. Taussig, H. B.: Congenital Malformations of the Heart, New York, 
Commonwealth Fund, Division of Publications, 1947, pp. 79-93. Gasul, 
B. M.; Fell, E. H.; Mavrelis, W., and Casas, R.: Diagnosis of Tricuspid 
Atresia or Stenosis in Infants: Based upon Study of 10 Cases, Pediatrics, 
6: 862, 1950. 
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blood cells and the hemoglobin level rose to 12.9 gm. (89.1%), 
with a color index of 0.76. The ascorbic acid content went up 
to 0.96 mg. per 100 cc. of blood. About four weeks after his re- 
turn to Cuba the baby’s cyanosis reappeared. He was given 
methylene blue by mouth, and the cyanosis again disappeared. 


COMMENT 

Methemoglobin is a pigment in which the iron is in a 
ferric state and not in a ferrous combination as it is in 
oxyhemoglobin. This is a stable product: the oxygen is not 
released and, if methemog’obin is present in large enough 
amounts, cyanosis will result. While about 5 gm. of re- 
duced hemoglobin per 100 cc. of blood is required to 
produce visible cyanosis, 1.5 gm. of methemoglobin will 
result in cyanosis. Normally, very small amounts of 
methemoglobin are present in the blood—about 1% of 
the total hemoglobin content. Although normally met- 
hemoglobin is being constantly formed in the red blood 
cells, the red blood cells constantly reduce this methemo- 
globin by means of a coenzyme factor. The exact nature 
of this factor has not as yet been identified. It is a flavo- 
protein, but little is known about its properties. This co- 
enzyme factor in the red blood cells is the primary de- 
fense against formation of methemoglobin. There is also 
a secondary line of defense against the formation of met- 
hemoglobin. Ascorbic acid and glutathione will reduce 
methemoglobin by acting directly on the methemoglobin 
and not by restoration of the normal enzymatic factor of 
the red blood cells. Normally, ascorbic acid probably 
does not play any role in regulating the methemoglobin 
content of the blood, and in patients with scurvy and low 
ascorbic acid levels methemoglobinemia does not occur. 


Clinically, methemoglobinemia manifests itself in two 
distinct entities: secondary methemoglobinemia and pri- 
mary, congenital methemoglobinemia. Secondary met- 
hemoglobinemia follows drinking of well water contain- 
ing large amounts of nitrate, or the use of nitrates, 
chlorates, sulfonamides, aniline and aniline derivatives, 
phenacetin, and acetanilid for therapeutic purposes.* So 
called enterogenous methemoglobinemia is probably due 
primarily to the intake of drugs and secondarily to the 
associated gastrointestinal disturbances and is also a sec- 
ondary type of methemoglobinemia.’ These secondary 
types of methemoglobinemia are the result of a known 
etiologic agent that oxidizes hemoglobin to form met- 
hemoglobin. This type of cyanosis, unless resulting fa- 
tally, will clear up completely with removal of the 
causative agent, and will not reappear. 

In primary, congenital methemoglobinemia, the co- 
enzyme factor in the erythrocytes is absent and methemo- 
globin is allowed to keep on forming. The concentration 
of methemoglobin in the reported cases varied from 0.7 
gm. per 100 cc. (5% of the total hemoglobin) to 7.4 gm. 
(57% of the total hemoglobin). 

In the treatment of these primary cases, methylene 
blue is the most effective drug, and can be given either 
intravenously in doses of from 1 to 10 mg. per kilogram 





4. Finch, C. A.: Medical Progress: Methemoglobinemia and Sulfa- 
hemoglobinemia, New England J. Med. 239: 470, 1948. 

5. Miller, R. C.: Methemoglobinemia Occurring in Case of Chronic 
Ulcerative Colitis, Proc Staff Meet., Mayo Clin. 19: 308, 1944. 
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of body weight with the disappearance of the cyanosis 
within an hour or so, or by mouth, in which case the 
cyanosis usually disappears within 24 to 48 hours. After 
the administration of the methylene blue, the methemo- 
globin disappears from the blood, but if no more methy- 
lene blue is given, there is a gradual daily transformation 
of some of the total hemoglobin into methemoglobin, 
Eder, Finch, and McKee!” found that there was an 
average daily rise of 3% of methemoglobin following 
discontinuance of methylene blue administration. Ip 
some of the reported cases cyanosis did not return for 
two to four weeks. In the primary type of methemo- 
globinemia methylene blue must therefore be given 
indefinitely. 

Large amounts of ascorbic acid (300 to 500 mg. per 
day) will also reduce the methemoglobin, but the reduc- 
tion is sluggish and incomplete. In no reported case did 
the methemoglobin level come down to normal; the low- 
est level obtainable varied between 6 and 11% of the 
total hemoglobin, and it takes several weeks to obtain 
even this level if the ascorbic acid is given by mouth. 

Our case presented diagnostic problems because of 
the presence of an associated systolic murmur and the 
left axis deviation, which is rather unusual in an infant. 
The murmur disappeared and must have been a func- 
tional one, and the left axis shift is simply due to the 
electrical, horizontal position of the heart. The absence 
of clubbing of the fingers and toes in all the reported 
cases is an important clinical finding that should put one 
on guard, since the cyanotic type of congenital malforma- 
tion of the heart, if severe enough and of long duration, 
is always associated with clubbing of the fingers and toes. 
In our case, however, the patient was too young to de- 
velop definite clubbing, even if he had had a congenital 
malformation of the heart. Although we did not deter- 
mine the methemoglobin content of the baby’s blood be- 
fore the treatment with methylene blue, the fact that 
there was no history of the intake of any drugs or well 
water or contact with certain dyes and the gradual even 
though slight rise of the methemoglobin content of the 
blood during the two weeks follow-up study, as well as 
the fact that the cyanosis reappeared shortly after his 
return to Cuba, places this case in the category of con- 

genital, primary methemoglobinemia. 

Of the 30 reported cases, of which 19 are verified and 
11 cases not definitely proven to be of the congenital 
type, in only two cases was the diagnosis made in chil- 
dren: one child was 9 years of age *® and the other was 
an infant two weeks old.** These two, however, belong 
to the doubtful cases, since the congenital idiopathic ori- 
gin was not verified. 

SUMMARY 

The case of a five-month-old male cyanotic infant with 
congenital methemoglobinemia is reported. The presence 
of a systolic murmur and electrocardiographic evidences 
of a left axis shift simulated tricuspid atresia. The litera- 
ture on this subject is reviewed. No case with similar find- 
ings has been reported previously in an infant. 


700 S. Wood St. (Dr. Gasul). 
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INEFFECTIVENESS AND TOXICITY OF PODO- 
PHYLLIN IN TREATMENT OF 
TINEA CAPITIS 


Samuel Schwebel, M.D., Cincinnati 
William Snyder, M.D., Philadelphia 


and 


William N. Slinger, M.D., Rockford, Ill. 


In 194°, Reiss and Doherty ' reported on the bene- 
ficial effect of Podophyllum resin ointment in the treat- 
ment of ringworm of the scalp. Preliminary clinical trials 
with this agent by us in scalp infections due to Micro- 
sporon audouini yielded apparently encouraging results. 
Our subsequent controlled studies, with 0.2% podo- 
phyllin in carbowax® applied twice daily, showed that 
our initial enthusiasm was unwarranted. 

In three cases of our earlier series, an interesting form 
of alopecia developed during treatment. This was as- 
sumed to be a toxic effect of the podophyllin, as noted 
by Goldman,” but efforts to understand its mechanism, to 
control the hair loss, or to use this as a therapeutic meas- 
ure have been unsuccessful. In none of the children 
studied was there any evidence of systemic toxic reaction. 


REPORT OF A CASE 


B. D., a 5-year-old Negro boy, was seen on July 12, 1949, 
in the Dermatology Clinic of the Cincinnati General Hospital, 
with the complaint of ringworm of the scalp of two months’ 
known duration. Wood's light examination revealed multiple 
patches of fluorescent hair stubs. Culture was positive for M. 
audouini. After two weeks of topical therapy with 0.2% pod- 
ophyllin in carbowax,® the scalp was tender but showed no 
sign of pyogenic complication, contact dermatitis, or kerion. 
The fungous infection was unchanged. After three weeks of 
therapy, there were numerous noninflammatory patches of com- 
plete alopecia, distinct and distant from the sites of the ring- 
worm involvement (fig. 1). 





4 


Fig. 1—Toxic alopecia after three weeks of podophyllin therapy. 


RESULTS IN LATER SERIES 


Our later series was comprised of 31 children with 
scalp infection with M. audouini, confirmed by culture, 
but only 19 were followed in detail. The condition in 13 
remained unchanged; in 4 it showed some decrease in the 
extent or severity of infection; and, in 2, clinical and 
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cultural cure resulted after two and three months’ treat- 
ment respectively. 

Eight of the 19 patients showed a temporary irritation 
reaction at the site of application, characterized by ery- 
thema, edema, crusting, and kerion-like lesions with pain 
and tenderness (fig. 2). Of these eight with inflammatory 





Fig. 2.—Inflammatory reaction after one week of podophyllin therapy. 
The ringworm infection was uninfluenced by this reaction. 


reactions, five showed no change in the ringworm infec- 
tion, and two showed decrease of fluorescence. Only one 
of our two cures was in this inflammatory group, in con- 
tradistinction to results claimed in a recent report,* that 
podophyllin-induced inflammatory reactions are bene- 
ficial. 
SUMMARY 

In 19 reported cases of scalp infection due to Micro- 
sporon audouini treated with 0.2% podophyllin in 
carbowax,”® two cures were observed. An inflammatory 
reaction developed in eight cases. In only one case did this 
inflammatory reaction possibly exert a beneficial effect 
with respect to cure of the ringworm infection. A peculiar 
toxic alopecia followed treatment in three cases of an 
earlier series. In our experience, podophyllin has not 
been efficient in the treatment of scalp infections due to 
M. audouini. 


804 Pine St. (7) (Dr. Snyder). 


From the Department of Dermatology and Syphilology of the College 
of Medicine of the University of Cincinnati, Leon Goldman, M.D., 
Director. 
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Poliomyelitis in Older Age Groups.—One of the remarkable 
changes that have occurred in poliomyelitis in many parts of the 
world in the past twenty years is the rise in its incidence in older 
age groups. Formerly uncommon in others than the pre-school 
child, the disease has gradually become frequent in those five to 
nine years old and is, at present, increasing in prevalence in even 
older persons. As a matter of fact, it is not at all rare today for 
poliomyelitis to affect patients in the third and fourth decades of 
life. Because of this changing age frequency, the term “infan- 
tile paralysis” is no longer applicable to the clinical picture as a 
whole; this infection, which in the past was first observed and 
treated almost exclusively by the pediatrician, now comes in 
many cases to the attention of the internist.—Louis Weinstein, 
M.D.; Alexis Shelokov, M.D.; Raymond Seltser (MC), and 
Gordon D. Winchell, M.D., A Comparison of the Clinical Fea- 
tures of Poliomyelitis in Adults and in Children, The New Eng- 
land Journal of Medicine, Feb. 21, 1952. 
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INTESTINAL INFESTATION WITH MAGGOTS 
OF THE “CHEESE FLY” (PIOPHILA CASED) 


L. E. Peckenschneider, M.D. 
Charles Pokorny, M.D. 


and 


C. A. Hellwig, M.D., Halstead, Kan. 


Riley and Johannsen ' state in their “Handbook of 
Medical Entomology” that a multitude of cases of para- 
sitism of dipterous larvae are on record. However, in 
THE JOURNAL, we were able to find only one case of this 
kind reported in the last 25 years.* Descriptions and illus- 
trations of myiasis-producing larvae are very scanty in 
laboratory handbooks. We report herein a case of human 
intestinal infestation with larvae of Piophila casei, the 
first one observed in our clinic. 


REPORT OF A CASE 


F. R. R., a 44-year-old contractor who had modern sani- 
tary facilities in his home, was admitted to the hospital on July 
30, 1951, with complaints of bowel disturbance. In 1944 he had 





= 





Fig. 1.—Larva of Piophila casei found in the stool. The broad extremity 
is the posterior end and the tapered one the head with mouth hooks. The 
Stigmal plate with the breathing holes is seen at the lower left. (x 24.) 


attacks of severe pain in the abdomen, radiating to the back 
and downward to the left thigh. At this time he had noticed blood 
and mucus as well as smal! white “worms” in the stool. At the 
time of examination his appetite was good, but he slept poorly. 
He had lost 14 Ib. (6.4 kg.) recently. During the previous few 
weeks he had again noticed small “worms” in the stool. 

On admission his blood pressure was 130/70. The pulse rate 
was 72 per minute. No pathological changes were present in 
lungs, heart, nose, or throat. The urine was straw colored, clear, 
and alkaline. Specific gravity was 1.008, and there was no sugar 
or albumin. The hemoglobin was 86% (Sahli), and the white 
blood cell count was 7,850. The Kline reaction of the blood 
serum was negative. Proctoscopic examination showed a healthy 
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mucous membrane, and no ulcers were seen. The soft 


Oro 
stool that was brought to the hospital by the patient con: aa 
eight smali whitish yellow, worm-like structures, which were 
alive and moving. They were between 3 and 5 mm. in length 
and about 0.5 mm. thick. Under the microscope, mouth hooks 
and 12 segments were seen. Each segment carried a crown of 
chitinous hairs. The mouth was equipped with deeply stained 


sharp hooklets. On the posterior end were two dark spots, the 
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Fig. 2.—Chitinous hairs dividing segments. This structure is character- 
istic of insect larvae. (<< 230.) 


openings of the respiratory organs. These microscopic struc- 
tures characterized the parasites as insect larvae. Preserved in 
10% alcohol, they were submitted to Dr. H. Branch, entomolo- 
gist at the University of Wichita. She identified the larvae as 
those of the “cheese fly,” Piophila casei. 


COMMENT 


Piophila casei, the cheese fly, deposits its eggs not 
only in old cheeses but on fish, ham and bacon, and 
other smoked meats. The larvae are the well-known 
“cheese skippers.” This species has been repeatedly re- 
ported as causing intestinal myiasis. 

Thébauld * in 1901 described a girl who, shortly after 
consuming a large piece of cheese, became ill and experi- 
enced severe pains in the region of the navel. Later these 
extended through the 
whole abdomen. The 
feces was mixed with 
blood, and she experi- 
enced vertigo and se- 
vere headaches. Dur- 
ing the following four 
days the girl felt no 
change, although the 
excretion of the blood 
gradually diminished 
and stopped. She 
passed two half-diges- 
ted larvae on the fourth 
day and later seven or 
eight, of which two ae 

° ‘ Fig. 3.—A, drawing of Piophila casei. 
were alive and moving. 8, larva. (From Riley and Johannsen.) 

That these intestinal 
symptoms may be directly attributed to the larvae, or 
“skippers,” has been shown by ample experimental evi- 
dence. Portschinsky * cited the case of a dog fed on 
cheese containing the larvae. The animal suffered much 
pain, and its excrement contained blood. At autopsy it 
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was found that the small intestine throughout almost its 
entire length was marked by bloody bruises. The papillae 
on these places were destroyed, although the walls were 
not entirely perforated. In the appendix two or three 
dead larvae were found. Austen ® in 1912 recorded a 
case of myiasis of the nose, attended with pain and a pro- 
fuse watery discharge of several weeks’ duration, due to 
the larvae of Piophilia casei. Alessandri® in 1910 re- 
ported that the larvae are resistant to drugs*and chem- 
icals, that in many cases lesions and slight hemorrhages 
may occur, Owing to the abrasive action of the mouth 
hooks, and that patients may experience colicky pains 
and headaches. It was said to be common among sol- 
diers in military camps. 

It seems likely that unmasticated larvae may survive 
in the human gastrointestinal tract, to be passed eventu- 
ally with the stool. When large numbers of larvae are 
passed, the phenomenon is best explained by the previ- 
ous ingestion of eggs. The principal question is, of 
course, whether maggots can adapt themselves to intes- 
tinal environments, survive, and even multiply, thus 
causing true intestinal myiasis. 

Herys and Gilbert * described a woman who appar- 
ently had had intestinal myiasis for many years. The ex- 
periments of Kenney,* however, seem to refute this pos- 
sibility. Kenney fed 60 men with living maggots of musca 
domestica, Calliphoria, and Sarcophaga in gelatin cap- 
sules, to avoid digestion in the stomach. Only 10 of his 
volunteers failed to have symptoms of gastrointestinal 
disturbances. Fifty of the volunteers had nausea, vomit- 
ing, intestinal cramps, and diarrhea, together or as sep- 
arate symptoms, but all symptoms disappeared within 
48 hours after the spontaneous elimination of the larvae. 
Of these larvae, only a few were found alive in vomitus 
and stools. 

These findings seem to indicate that, though tempo- 
rary gastrointestinal distress may follow the ingestion 
of such dipterous larvae as Musca domestica, Calli- 
phora, and Sarcophaga, they do not produce true intes- 
tinal myiasis in man. Observations in our own case of 
intestinal infestation with the “cheese skipper” seem to 
support the view held by Kenney. Examinations of all 
stool specimens that our patient passed in the hospital 
failed to reveal any larvae, and his intestinal symptoms 
promptly cleared up. The patient was discharged from 
the hospital on Aug. 5, 1951, and returned home. Sev- 
eral days later he mailed to us another stool specimen, 
which again contained several larvae. He was instructed 
by his physician to protect his food from contamination 
by the “cheese fly.” 

CONCLUSIONS 

A case of human intestinal myiasis with larvae of the 
Piophila casei is reported. The disappearance of the lar- 
vae from the stool shortly after the patient was removed 
from the source of infested food speaks against the pos- 
sibility of dipterous larvae surviving a long time or mul- 
tiplying in the human intestine. The mild intestinal 
symptoms that were observed cleared up promptly after 
evacuation of the larvae. ; 

The patient reported the appearance of worms in the 
stool and thought them to be pin worms. With the aid 
of the microscope, the physician should be able to recog- 
nize them as maggots by their chitinous hairs. The exact 
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classification of the species is a matter for the trained 
entomologist. No drastic therapeutic measures seem to 
be needed to rid the intestines of the larvae; if an infes- 
tation of the nose and throat can be excluded as the 
source of the intestinal myiasis, a spontaneous evacua- 
tion of the larvae can be expected within 48 hours. 

5. Austen, E. E.: British Flies Which Cause Myiasis in Man, London, 
Darling & Son, 1912. 

6. Alessandri, G.: Studii ed esperienze sulle larve della Piophila Casei, 
Arch. de parasitol. 13: 337, 1910. 

7. Herys, W. B., and Gilbert, Q. O.: An Obstinate Case of Intestinal 
Myiasis, Ann. Int. Med. 6: 941, 1933, cited by Kenney, M.: Experimental 
Myiasis in Man, Proc. Soc. Exper. Biol. & Med. 60: 235, 1945. 

8. Kenney, M.: Experimental Intestinal Myiasis in Man, Proc. Soc. 
Exper. Biol. & Med. 6O: 235, 1945. 


ALLERGIC CONTACT DERMATITIS DUE TO 
PORK CORTICOTROPIN 


Israel Zeligman, M.D., Baltimore 


At the First Clinical ACTH Conference, attention was 
drawn for the first time to allergic phenomena produced 
by the administration of corticotropin (ACTH). Trae- 
ger' reported to the conference on allergic reactions in 4 
of 19 patients treated with this drug. At the same meeting 
Markson * and Stillman and Bayles * reported one case 
each of sensitivity to the administration of this animal 
extract. At the Second Clinical ACTH Conference, 
Brown and Hollander * reported a hypersensitivity re- 
action in 7 of 208 patients treated, which appeared to be 
due to the administration of corticotropin. In four of 
these seven patients the reactions were of serious pro- 
portions, necessitating withdrawal of corticotropin ther- 
apy. Intradermal testing with 0.1 cc. of a 1:10,000 dilu- 
tion of pork corticotropin, in four patients with allergic 
symptoms, was positive. When these persons were treated 
with beef corticotropin, there were no allergic manifesta- 
tions, and they had negative reactions to intradermal 
tests with beef corticotropin. One of these patients sub- 
sequently had mild urticaria, and reacted with a weak 
positive intradermal test to beef corticotropin. 

Stevenson * found sensitivity reactions in 6 of 113 pa- 
tients treated with pork corticotropin. When skin tests 
were performed, reactions were positive to corticotropin 
and negative to pork and beef muscle extract. Hill ° noted 





From the Lutheran Hospital of Maryland. 

1. Traeger, C. H., in discussion on Clark, W. S.; Ropes, M. W., and 
Bauer, W.: Changes Produced by the Administration of ACTH and 
Cortisone in Rheumatoid Arthritis, in Proceedings of the First Clinical 
ACTH Conference-1949, Philadelphia, The Blakiston Company, 1950, 
pp. 356-358. 

2. Markson, D., in discussion on Clark, W. S.; Ropes, M. W., and 
Bauer, W.: Changes Produced by the Administration of ACTH and 
Cortisone in Rheumatoid Arthritis, in Proceedings of the First Clinical 
ACTH Conference-1949, Philadelphia, The Blakiston Company, 1950, 
p. 355. 

3. Stillman, J. S., and Bayles, T. B.: The Effect of ACTH on Juvenile 
Rheumatoid Arthritis or Still’s Disease, in Proceedings of the First Clinical 
ACTH Conference-1949, Philadelphia, The Blakiston Company, 1950, pp. 
393-404. 

4. Brown, E. M., Jr., and Hollander, J. L.: Allergy to ACTH and the 
Use of Beef ACTH, Proceedings of the Second Clinical ACTH Conference. 
Vol. Il: Therapeutics, Philadelphia, The Blakiston Company, 1951, pp. 
391-394, 

5. Stevenson, C. R., in discussion on Brown, E. M., Jr., and Hollander, 
J. L.: Allergy to ACTH and the Use of Beef ACTH, Proceedings of the 
Second Clinical ACTH Conference. Vol. II: Therapeutics, Philadelphia, 
The Blakiston Company, 1951, pp. 394-395. 

6. Hill, D. F., in discussion on Brown, E. M., Jr., and Hollander, 
J. L.: Allergy to ACTH and the Use of Beef ACTH, Proceedings of the 
Second Clinical ACTH Conference. Vol. II: Therapeutics, Philadelphia, 
The Blakiston Company, 1951, p. 396. 











264 DERMATITIS DUE TO PORK ACTH—ZELIGMAN 


that urticaria developed in one of his patients treated 
with beef corticotropin. Sauer * reported a case in which 
allergic manifestations were caused by pork corticotro- 
pin. Intradermal and passive transfer tests were the same 
as in three control patients. Feinberg * described a female 
patient in whom urticaria developed with the very first 
injection of pork corticotropin, and whose eruption be- 
came so severe that the drug was discontinued on the 
10th injection. About a year later she had an alarming 
allergic reaction within five minutes after one injection 
of 25 mg. of beef corticotropin. Intradermal tests with 
beef, pork, and sheep corticotropin were positive, even 
in dilutions of 1:10,000,000. Furthermore, other pitu- 
itary preparations, such as anterior pituitary, posterior 
pituitary (pituitrin®), vasopressin injection (pitressin®), 
and oxytocin injection (pitocin®) also gave positive skin 
reactions in high dilutions. Muscle extracts of pork, beef, 
and sheep in 1:1,000 dilution failed to give any reaction. 

These investigators noted the following allergic reac- 
tions to the injection of corticotropin: urticaria at the 
site of injection, generalized urticaria, pruritus, angio- 
neurotic edema, fever, dyspnea, substernal pain, syncope, 
vertigo, nausea, vomiting, malaise, rapid fall of blood 
pressure, tachycardia, shock, and prostration. Most of the 
reactions were urticarial and were controllable with the 
administration of antihistamines. Some reactions were 
severer, however, and necessitated withdrawal of the 
drug. 
REPORT OF CASE 

A 48-year-old white nurse had had pruritus and dermatitis of 
her eyelids for a month when she was first seen, early in Decem- 
ber, 1950. She had been treated a year before at the dermatology 
clinic for a basal cell epithelioma on the right cheek. On one oc- 
casion she had received an injection of penicillin, which resulted 
in a severe urticarial eruption. She had had rheumatic fever and 
pyelitis on several occasions, and previous operative procedures 
had consisted of an appendectomy, a tonsillectomy, a cholecys- 
tectomy, and a right radical mastoidectomy. When the patient 
was examined for the pruritic dermatitis of the eyelids, erythema 
and scaling of both upper eyelids were noted, and a diagnosis 
of contact dermatitis was made. The eruption had started about 
two weeks after the patient had used an eyebrow pencil to color 
some greying eyelashes. She also had used fingernail polish, 
deodorants, perfumes, and toilet waters. As a general duty nurse, 
she handled many drugs, including penicillin and streptomycin. 

The patient was told not to use cosmetics; she was advised 
to avoid handling antibiotics; and she was told to apply boric 
acid compresses to her eyelids. Despite these procedures, there 
was no improvement in her condition until she had had a week’s 
vacation in January, 1951. At the end of the week, the pruritus 
and the dermatitis had completely cleared, but they recurred 
two days after the patient’s return to work. The history of a 
previous sensitivity to penicillin, plus the fact that she had just 
returned to work, suggested that penicillin was responsible for 
her present eruption. A series of patch tests gave negative results 
to penicillin, streptomycin, fingernail polish, and eyebrow pencil. 
Boric acid ointment, cold cream, aluminum acetate (Burow’s so- 
lution), in 1:32 dilution, compresses, starch compresses, and 
tripelennamine (pyribenzamine®) hydrochloride cream were tried 
without benefit. Finally, because of the extreme pruritus, small 
doses of superficial roentgen-ray therapy were administered. 
Meanwhile, pruritic, erythematous, scaly plaques appeared on 
both external auricles. 





7. Sauer, B. C., in discussion on Brown, E. M., Jr., and Hollander, 
J. L.: Allergy to ACTH and the Use of Beef ACTH, Proceedings of the 
Second Clinical ACTH Conference. Vol. Il: Therapeutics, Philadelphia, 
The Blakiston Company, 1951, pp. 396-399. 

8. Feinberg, S., in discussion on Brown, E. M., Jr., and Hollander, 
J. L.: Allergy to ACTH and the Use of Beef ACTH, Proceedings of the 
Second Clinical ACTH Conference. Vol. Il: Therapeutics, The Blakiston 
Company, 1951, pp. 399-400. 

9. Supplied by Armour & Co., Chicago, II. 


J.A.M.A., May 17, 1952 


On March 28, 1951, the patient mentioned that about two 
weeks prior to the onset of the eruption, she had begun to handle 
corticotropin in administering the drug to patients, and had han. 
dled it frequently since. Patch testing with corticotropin (20 mg. 
per cubic centimeter) gave a 3+ reaction on two occasions, 
whereas the diluent control gave negative responses. The same 
tests were performed on five volunteers, with negative results 
both to the corticotropin solution and to the diluent. 

After the patient had avoided handling corticotropin for 
month, the dermatitis completely disappeared. During this time. 
the patient again handled penicillin and other drugs and grad- 
ually resumed the use of cosmetics, without any recurrence of 
the skin eruption. At the end of a month, she was instructed to 
again handle corticotropin. Within two days there was a recur- 
rence of eyelid dermatitis, and a pruritic, erythematous, scaly 
dermatitis also developed on the dorsal surfaces of both index 
fingers. Avoidance of contact with corticotropin again resulted 
in the disappearance of the eruption within a week. Patch tests 
were later performed with beef corticotropin ® (25 mg. per cubic 
centimeter), with negative results on two occasions. It is inter- 
esting to note that since her cholecystectomy, the patient has 
eaten various pork products without any allergic or untoward 
manifestations. 


SUMMARY AND CONCLUSIONS 

At the First Clinical ACTH Conference in October, 
1949, it was made evident that allergic reactions of vary- 
ing degree were being encountered during the adminis- 
tration of the usual pork corticotropin. Just as with the 
antihistaminic drugs, it was paradoxical that a product so 
potent in controlling the manifestations of allergy should 
itself at times be a sensitizing agent. 

Later, investigators reported that some persons mani- 
fested allergic reactions to pork corticotropin, others to 
beef corticotropin, and still others to both. Generally, 
intradermal testing appeared to parallel clinical sensi- 
tivity to these hormones. Intradermal testing with pork 
and beef muscle extracts, however, was negative. Brown 
and Hollander’s* cases were apparently instances of 
species sensitivity, whereas Feinberg’s * case was one of 
nonspecies specific corticotropin sensitivity or possibly 
organ (pituitary) specificity. 

Whenever an allergic reaction to the administration of 
the usual pork corticotropin is encountered and is not 
controllable with antihistamines, Brown and Hollander ‘ 
have suggested that one should substitute beef cortico- 
tropin or cortisone, or possibly attempt hyposensitization 
to pork corticotropin. 

A case of contact dermatitis due to pork corticotropin 
in a nurse who showed allergic symptoms after handling 
the hormone is reported. Because this type of reaction 
had not been reported, other possible allergens, both cos- 
metic and occupational were considered. The elimination 
of these substances and the results of patch tests failed to 
show them to be the cause of the allergy. After cortico- 
tropin was mentioned by the patient as a possible cause, 
confirmation was obtained by elimination and usage tests 
as well as by patch tests. The fact that patch tests to beef 
corticotropin were negative but that those to pork corti- 
cotropin were positive is also evidence that the patient's 
sensitivity is not one of organ specificity but may be one 
of species specificity. 

Other instances of corticotropin contact sensitivity 
will probably be encountered. Corticotropin must there- 
fore be considered among the occupational contact aller- 
gens of nurses, nurses’ aides, physicians, and workers in 
pharmaceutical houses manufacturing the hormone. 


1109 N. Calvert St. 
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LOCAL EFFECT OF COMPOUND F ON 
REACTIONS TO MOSQUITO BITES 


Leon Goldman, M.D., Cincinnati 


Studies on the local effect of the oxysteroids have been 
under way in the department of dermatology and syphil- 
ology for some time. Previous studies * with local appli- 
cation and local injection of cortisone acetate and a water 
soluble ester of cortisone had produced no constant posi- 
tive results in a large series of clinical cases nor did the 
detailed animal experiments of Nilzen.* This is contrary, 
of course, to the brilliant results obtained locally in dis- 
eases Of the eye. Preliminary studies,* however, with 
compound F have already revealed significant evidences 
of a local effect. Gibson * has indicated that compound F 
has more local activity than cortisone. The following 
case is reported in order to show the definite and pro- 
longed inhibitory local effect of compound F on severe 
reactions to mosquito bites. 

REPORT OF CASE 

The patient was a 46-year-old physician with a history of 
reaction to bites of various mosquitoes and other arthropods. 
It had been found in previous studies ° that reactions to mos- 
quito bites could be standardized by having mosquitoes of ap- 
proximately the same age groups bite simultaneously on the skin 
under the same environmental conditions and allowing them to 
feed as long as they wished. The details of the early and late bite 
reactions have been reported for our studies by Rockwell and 
Johnson.® Our previous studies with the local use of compound 
E and compound F had suggested that such factors as the con- 
centration of steroid and the activity of the suspending vehicle 
must also be considered. In the early experiments the steroids 
were used in the same suspending vehicle: a benzyl alcohol, 
polysorbate 80 (polyoxyethylene [20] sorbitan mono oleate) mix- 
ture. In recent experiments, however, a benzyl alcohol and saline 
vehicle was preferred. The steroids included cortisone acetate 
(11-dehydro-17-hydroxycorticosterone-21-acetate), compound F 
(17-hydroxycorticosterone-2l-acetate), and cholesterol. These 
were injected intradermally in a volume of 0.2 cc. each of 
cortisone acetate (in concentrations of 25 mg. per cubic centi- 
meter and of approximately 0.25 mg. per cubic centimeter), 
compound F (in a concentration of 25 mg. per cubic centimeter), 
and cholesterol (in a concentration of 25 mg. per cubic centi- 
meter). In one experiment, polyvinylpyrrolidone, 0.2 cc. of 
a 3.5% solution, was also injected intradermally. (The local 
lissue reaction to the local deposition of these steroids and the 
study of their crystals in the skin will be reported later.) After 
the intradermal injections, the mosquitoes were allowed to bite 
directly over these areas, and the early and late reactions were 
measured and recorded by detailed colored photographs. The 
mosquitoes used were Aedes vexans, A. aegypti, and Anopheles 
quadrimaculatus. The severest reactions were obtained from 
A. quadrimaculatus. In this series of experiments, the immediate 
reaction sites varied in diameter from 4 to 10 cm. and the 
late reaction sites from 0.5 to 1.5 cm. These areas were often 
eczematoid. The mosquitoes were examined for crystals of the 
steroids after feeding, but with our technique none could be 
found. 

In the first series of experiments with A. aegypti, the extents 
of the control site and the cortisone site were the same. The 
average immediate reaction site had a diameter of 15 mm., the 
polyvinylpyrrolidone site was 20 mm., and the compound F area 
revealed a tiny petechial hemorrhage just to the side of the yel- 
lowish appearing mass in the skin. The late reaction sites of the 
control and cortisone areas were 10 mm., of polyvinylpyrroli- 
done 15 mm., and of compound F 3 mm. in diameter. In the 
second series of experiments, A. aegypti and A. vexans were used 
as controls on normal skin, while A. aegypti was used over the 
cortisone and compound F areas injected 10 days previously. 
The immediate reactions were 10 mm. in each control area, 10 
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mm. over cortisone, and persistent tiny petechial hemorrhage in 
the compound F area. The late reaction site in the control and 
cortisone areas varied from 8 to 10 mm.; the petechial spot in 
the compound F area remained unchanged and persisted for 
four days. In the third experiment, A. quadrimaculatus was 
used, and the insect was allowed to bite on a control area and also 
just outside of the compound F site. This mosquito bite came 
three weeks after the injection of compound F. The control re- 
action area was 4 cm. in diameter, and the area of reaction just 
outside compound F was 2 cm. The immediate and late reactions 
produced an arciform swelling 5 mm. distant from, but not in- 
volving, the compound F area. In the fourth experiment, five 
weeks after the injection of compound F, a bite from A. quadri- 
maculatus produced an immediate reaction of 10 cm. and a late 
papulovesicular lesion of 1 cm. in the control area. There was 
no detectable reaction in the area of compound F, although the 
mosquito was observed to feed adequately from this site. The 
yellowish cast of the compound F area was still visible. In the 
fifth experiment, A. quadrimaculatus was allowed to bite over 
areas injected with cholesterol and cortisone. There was no sig- 
nificant change in the severe immediate (4.5 cm.) and late reac- 
tions (15 mm.) between the control cortisone and cholesterol 
sites. In the sixth experiment, three months after the local in- 
jection of compound F, which was visible as a faint whitish area 
in the skin, A. quadrimaculatus was allowed to bite over a con- 
trol area and the compound F area. The immediate reaction site 
was the same in each (2.5 cm.); the late reaction site was 
approximately the same (5 mm.), but with a definite whitish cen- 
ter in the compound F area. In the seventh experiment, one 
month later, A. aegypti bit over the compound F area, a control 
area, and the cortisone area. In the compound F area the im- 
mediate reaction site was 3 mm., in the control and cortisone 
area, 10 mm. The late reaction sites in each area were approxi- 
mately the same as the immediate reaction sites. Therefore, there 
was still some inhibitory response to a mild inflammatory re- 
action four months after the local injection of compound F. The 
compound F, cortisone, and cholesterol areas were removed 
some weeks later for detailed histopathological studies. In order 
to determine whether this local inhibitory effect of compound F 
on mosquito bites is constant, additional experiments will be 
done in other persons sensitive to bites of arthropods. 


SUMMARY 
In repeated experiments in a person sensitive to the 
bites of mosquitoes, it was shown that compound F in- 
jected into the skin had a definite inhibiting effect on 
both the immediate and late reactions to mosquitoes 
biting over the area where the injection was made. The 
local inhibitory effect persisted for at least four months 
following local injection of compound F. Steroid controls 
included cortisone acetate and cholesterol. 





The cortisone acetate and compound F were furnished by Dr. Augustus 
Gibson, Merck and Co. 
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This investigation was supported by a research grant from the Division 
of Research Grants and Fellowships of the National Institutes of Heaith, 
United States Public Health Service. 

The Aedes aegypti mosquitoes were obtained through W. V. King, 
Orlando Station, Agricultural Research Administration, Bureau of Ento- 
mology and Plant Quarantine, United States Department of Agriculture, 
who also identified the A. vexans mosquitoes. The Anopheles quadri- 
maculatus mosquitoes were obtained from Dr. Leon Schmidt, Malaria 
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PREGNANCY FOLLOWING BLALOCK 
OPERATION FOR TETRALOGY OF FALLOT 


Keith P. Russell, M.D. 
Wendall E. Dallke, M.D. 
and 


James I. Buell, M.D., Los Angeles 


With the more widespread use and the increasing suc- 
cess of the surgical attacks on congenital cardiac anom- 
alies, it would appear that the problem of management 
of pregnancy in patients having been so treated would 
occasionally confront the obstetrician. Correction of 
puimonic stenosis in the tetralogy of Fallot by means of 
the Blalock procedure, the Smith-Potts operation, abla- 
tion of patent ductus arteriosus, resection of aortic co- 
arctation, and the newer procedures of valvulotomy all 
will tend to increase the number of women who may 
advisedly or inadvisedly seek successful outcome for a 
subsequent pregnancy. Lund,’ in reporting on pregnancy 
with maternal congenital cardiac disease in 1948, cor- 
rectly predicted that such problems would arise in the 
near future. He expressed apprehension concerning those 
patients having surgery for the tetralogy of Fallot and 
urged that they be considered as serious cardiac risks, 
with pregnancy being undertaken only with extreme 
caution under constant observation. 

A review of the literature has failed to reveal any 
previous report of the course of pregnancy following the 
Blalock operation. This procedure consists of anastomos- 
ing the pulmonary artery to the subclavian artery, thereby 
in effect producing an artificial ductus arteriosus and 
reducing the admixture of unoxygenated blood in patients 
with this congenital condition. The improvement in the 
degree of cyanosis and physical capacity of patients with 
tetralogy so treated is pronounced. Taussig” has indicated 
that she has knowledge of patients successfully under- 
going pregnancies following this operation but gives no 
details, and Longmire * has similarly communicated suc- 
cessful outcomes. In the absence of previously recorded 
cases, it appears pertinent to report the following case, 
in which parturition was successfully accomplished after 
surgery for maternal congenital cardiac disease. There is 
added interest because of the previous existence of 
proved subacute bacterial endocarditis with apparent 
recovery after antibiotic therapy prior to pregnancy. 


REPORT OF A CASE 


The patient was an 18-year-old Mexican primigravida who 
was admitted to The California Hospital Maternity Clinic on 
Feb. 12, 1951. She gave a history of congenital heart disease 
with cyanosis since birth. Extensive study in 1949 had resulted 
in a diagnosis of tetralogy of Fallot, with a right-sided arch. On 
Dec. 27, 1949, a Blalock operation had been performed, accom- 
plishing an anastomosis between tne left subclavian artery and 
the side of the left pulmonary artery. The operation had pro- 
ceeded uneventfully, and there was an immediate improvement 
noted in the degree of cyanosis following surgery. The immedi- 
ate postoperative course was rather uneventful. Postoperative 
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temperature reached 101 F on the first and second days. This was 
associated with slight atelectasis of the base of the right lung 
The temperature subsided as the atelectasis cleared and re. 
mained normal after the sixth postoperative day. Sutures were 
removed on the seventh postoperative day, and the patient was 
fully ambulant in the succeeding days. 

Arrangements were being made for discharging the patient 
when suddenly, on Jan. 16, 1950, she experienced a sharp rise 
in temperature, to 102 F, associated with headache, chills. 
malaise, and sore throat. Examination revealed nothing remark- 
able except for a sore throat and tenderness in the operative 
incision. A blood culture, blood cell count, and chest x-ray were 
made. The chest x-ray disclosed no abnormalities, and the blood 
cell count was within normal limits. 

Massive penicillin therapy was started; despite this, the tem- 
perature did not subside; the following evening it reached 103 F. 
Subsequently edema and erythema of the face, neck, and shoul- 
ders was noted, and penicillin sensitivity was suspected. Treat- 
ment with the drug was discontinued. The temperature dropped 
sharply to 98 F on Jan. 19. Blood culture was subsequently re- 
ported as containing Staphylococcus albus. The patient re- 
mained well thereafter, subjectively and objectively, and again 
was about to leave the hospital when, on Jan. 22, she experi- 
enced another sharp rise in temperature to 102 F. Examination 
at this time revealed erythema of the neck, face, and shoulders 
and a strawberry-like tongue. The spleen was palpated by some 
examiners, and petechiae were noted in the nail beds of the 
fingers but not the toes. A blood culture was taken and again 
revealed Staph. albus. 

Medical consultants, after reviewing the case in detail, felt 
that the patient had subacute bacterial endocarditis and should 
be treated accordingly. Penicillin therapy was again undertaken, 
with gradually increasing doses, despite the suspected sensitivity 
to the drug. In addition, aureomycin was given, and the tempera- 
ture gradually subsided, reaching normal on Jan. 25. On Feb. 
4 resistance studies revealed that the Staph. albus recovered 
was resistant to penicillin but sensitive to streptomycin, aureo- 
mycin, and sulfadiazine. Penicillin therapy was then discon- 
tinued, and sulfadiazine was administered. 

From Jan. 25 the patient remained asymptomatic. On Feb. 10 
sulfadiazine therapy was discontinued, and on Feb. 20 aureomy- 
cin thereapy was discontinued. Numerous blood cultures taken 
from Feb. 9 to March | showed no growth. The patient was dis- 
charged, apparently well, on March 1. 

On admission to the Maternity Clinic on Feb. 12, 195], it 
was found that the patient’s last normal menstrual period had 
been on Oct. 10, 1950. She stated that she had been advised 
against pregnancy, but, because of her desire for children, she 
had waited until the present time before presenting herself for 
prenatal care. Symptomatically she complained of shortness of 
breath on moderate exertion (after walking three blocks) and 
also noticed nocturnal dyspnea. However, she indicated that she 
was less dyspneic at the present time than preceding surgery (see 
table). 

Past history revealed the usual childhood diseases, with 
diphtheria at the age 16. Owing to the fact that she had been 
born a “blue baby,” the patient’s activities had always been re- 
stricted. Minimal exertion had always caused dyspnea, palpita- 
tion, shortness of breath, chest pain, dizziness, and episodes of 
fainting. Her skin was always bluish prior to surgery. After the 
Blalock procedure, in 1949, there had been decided general 
improvement, with minimal cyanosis and shortness of breath, 
less frequent bouts of dizziness, no fainting, and only moderate 
dyspnea after walking 8 to 10 blocks. Occasional palpitation was 
noted, but only since the onset of pregnancy. Menarche had oc- 
curred at the age of 14. Menses had always been irregular, 
occurring every two to six months, with scanty flow. After car- 
diac surgery, the periods had become regular, with a 28-day 
cycle, lasting seven days with moderate flow. 

Physical examination revealed a short, well-developed girl in 
no acute distress. The blood pressure was 118/70 and pulse rate 
80. The skin was dusky, and the nail beds showed a mild degree 
of cyanosis; there was moderate clubbing of the fingers. The 
head and neck were essentially normal; the right pupil was 
smaller than the left. Tonsils were moderately hypertrophic. 
There was a long surgical scar on the left anterolateral aspect of 
the chest wall. The heart appeared to be enlarged approximately 
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2 cm. to the right of midsternum and to the left anterior axil- 
lary line. There was a loud to-and-fro murmur to the left of 
the sternum, at the fourth interspace. There were systolic mur- 
murs at the aortic and pulmonic areas as well as apical systolic 
and diastolic murmurs. The Jungs were clear to percussion and 
auscultation. The abdomen was enlarged to a size consistent with 
a four-month pregnancy. 

Pelvic examination confirmed the above findings, with no ab- 
normalities being noted. Clinical pelvimetry revealed measure- 
ments within normal limits. Laboratory examinations revealed 
hemoglobin 18 gm., red blood cell count 5,600,000, and white 
blood cell count 14,000, with a normal differential count. The 
urine was negative for albumin and sugar, with a specific gravity 
of 1.022. Serologic reactions were negative. The patient was Rh 
positive. 

X-ray of the chest revealed only prominence of the media- 
stinum on the right side, which was thought to be due to a 
prominent vascular shadow. Blood culture at this time revealed 
no growth after seven days. Electrocardiograms revealed sinus 
rhythm, at the rate of 85 with a P-R interval of 0.14 seconds 
and Q-S intervals 0.08 seconds. These findings were considered 
consistent with heart strain of the extreme right. Cardiac consul- 
tation resulted in the classification of this patient as functional 
class 2. 

During the next two weeks the patient experienced bouts of 
fever, sore throat, and an increase in dyspnea after walking only 
one-half block. However, she did not experience orthopnea. It 
was recommended that she be hospitalized for careful medical 
evaluation. 

On admission to the hospital (approximately 22 weeks’ gesta- 
tion), the blood pressure was 130/64 and temperature 99.4 F 
(subsequently normal); fetal heart tones were audible. History 
and physical findings were essentially as given. Treatment con- 
sisted of bedrest and sedation. 

The following tests and results were obtained: vital capacity 
3 liters, or 100% ; venous pressure 6.8 cm.; circulation time, arm 
to tongue, 7.4 seconds (calcium gluconate); pulmonary time 4.7 
seconds (ether 0.185 cc.); corrected sedimentation rate 22 mm. 
per hour; hemoglobin 15.8 gm.; red blood cell count 4,690,000; 
and white blood cell count 13,000, with a normal differential 
count. The urine was essentially normal. A 7 ft. (213 cm.) x-ray 
of the chest revealed no significant change as compared with 
the previous examination. Three consecutive blood cultures were 
reported as negative. 

The patient was released after four days of hospitalization, 
at which time the dyspnea was less. She continued her routine 
vitamin and mineral therapy, with the empirical addition of iron. 
During the subsequent antepartum course, the patient had no 
other complaints or further bouts of fever. At the 38th week a 
rupture of membranes was suspected, and she was given penicil- 
lin. Two weeks later this treatment was stopped. No undue re- 
action was noted with the use of penicillin. X-ray pelvimetry at 
term confirmed the normal pelvic measurements. 

Review of the case in all its aspects led to the decision that, 
in the absence of purely obstetric complications, the patient 
should be delivered vaginally on complete dilatation of the cer- 
vix with the benefit of low forceps extraction and episiotomy. 
Continuous caudal anesthesia was recommended, in order that 
the voluntary efforts of labor, particularly during the second 
Stage, be minimized. 

The onset of labor occurred spontaneously on July 25, 1951, 
and the patient was admitted to the hospital at 6:00 p. m. with 
the cervix dilated 3 cm. Continuous caudal anesthesia with 1.5% 
piperocaine hydrochloride was instituted at 9:00 p. m. by the 
staff anesthetists. At this time the patient’s blood pressure was 
140/72, pulse rate 82, and respirations 16 per minute. Blood 
pressure, pulse rate and respiratory readings were taken every 
five minutes during the entire labor, and no more than an 8 mm. 
Hg variation of blood pressure was noted throughout this time. 
The pulse rate varied from 82 to 88 per minute, and respirations 
remained at 16 to 18 per minute. The patient was subjectively 
and objectively comfortable in a low Fowler position. At com- 
plete dilatation and +2 station, delivery was effected by Kiel- 
land forceps rotation and extraction from a right occiput 
posterior position after a left mediolateral episiotomy. An ap- 
parently normal 2,282 gm. female infant was delivered at 12:33 
a. m., July 26; the infant cried within 15 seconds after delivery 
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of the head. The third stage proceeded uneventfully, the placenta 
being delivered by simple expression, after which ergonovine 
maleate was given intravenously. The total duration of labor was 
approximately nine hours. Penicillin, 600,000 units, was given 
intramuscularly with the onset of labor, and 300,000 units was 
given daily through the 14th postpartum day. After delivery the 
patient was observed carefully for any signs of cardiac failure 
and placed on a regimen of complete bed rest for four days and 
then allowed bathroom privileges on the fifth postpartum day. 
She was discharged on the eighth postpartum day. 

The patient was seen at the fourth postpartum week for her 
first follow-up examination. She felt well and was able to ac- 
complish her former routine of light domestic activities with 
minimal dyspnea (see table). The uterus was well involuted; the 
cardiac murmurs were essentially the same as in early pregnancy, 
except for diminished intensity. The blood pressure was 132/72, 
pulse rate 80, and respirations 18. No peripheral edema was 
noted, and the liver was not palpable. The patient was advised 
to return at regular intervals during the following months for 
cardiac evaluation. 

COMMENT 

Congenital cardiac disease as a maternal complication 
constitutes but a small portion of the total cardiac compli- 
cations of pregnancy. In most series, rheumatic heart 
disease accounts for 90% to 95% of all cases of this 
type of maternal involvement. However, the congenital 


Changes Noted in Patient During Pregnancy After Blalock 
Operation for Tetralogy of Fallot 


Clubbing of 


Time Dyspnea Cyanosis Fingers 
Before operation............. After walking Marked Marked 
le block 
After OPOTAMOR. «1.20 0ccc0cees After walking Very slight Regression 
8-10 blocks 
Fourth month gestation..... After walking Slight Moderate 
3 blocks 
Fifth month gestation *....... After walking Moderate Moderate 
l% block 
Sixth to ninth month ges- After walking Moderate Moderate 
tation 3 blocks 
Fourth week postpartum..... After walking Slight Moderate 


8-10 blocks 


* Prior to hospitalization. 


derangements in general carry a poorer prognosis for the 
mother and have, as a consequence, led to a relatively 
higher incidence of therapeutic abortion. It is hoped that 
the success of various surgical approaches to the com- 
plete or partial correction of many of these cardiac ab- 
normalities may lead to a revision of current practices in 
this regard. 

The patient described herein was considered for thera- 
peutic abortion when first seen. However, careful evalu- 
ation of her then current status resulted in a decision 
against this procedure; it was felt that the improvement 
resulting from the Blalock operation justified the con- 
tinuation of her pregnancy. Except for one episode sug- 
gestive of incipient cardiac failure in the fifth gestational 
month, for which the patient was hospitalized, her course 
during pregnancy was essentially uneventful. The pre- 
vention of recurrence of bacterial endocarditis was an 
ever present concern, for which antibiotics were utilized 
before and after delivery with apparent success. The im- 
mediate postpartum period, a:ways a critical phase in 
the management of congenital cardiac parturients, espe- 
cially those with interventricular septal defects,’ was 
without incident. 

It would appear that the general improvement in physi- 
cal and functional capacity afforded many patients by 
surgical treatment of their congenital cardiac lesions may 
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offer a more favorable prognosis to those in this category 
contemplating pregnancy. Further studies are, of course, 
necessary before specific conclusions can be drawn. 


SUMMARY 

A case of pregnancy following the Blalock operation 
for tetralogy of Fallot is reported. After cardiac surgery, 
a patient with a congenital cardiac condition who previ- 
ously would have been considered a grave obstetric risk 
was successfully carried through pregnancy. With care- 
fully supervised prenatal care and a planned mode of 
conduct of labor with caudal anesthesia, vaginal delivery 
was effected with a moderate calculated maternal and 
fetal risk. No conclusions can be drawn from one case, 
but this report suggests that pregnancy may not be per- 
manently contraindicated in certain types of poor risk 
patients with cardiac lesions amenable to surgery. 


511 S. Bonnie Brae St. (5) (Dr. Russell). 


EARLY AMBULATION IN PREVENTION OF 
POSTOPERATIVE THROMBOEMBOLISM 


SUPPLEMENTARY CLINICAL NOTE 


D. J. Leithauser, M.D. 
Leo Saraf, M.D. 
Stanley Smyka, M.D. 


and 


Michael Sheridan, M.D., Detroit 


Within the past few months, since we prepared our 
recent report’ on the prevention of thromboembolic 
complications by means of early ambulation, we have 
observed two cases that we believe should be recorded in 
view of our previous statement that “We have not, in the 
12 years during which early ambulation has been prac- 
ticed, seen a single patient with fatal or nonfatal pul- 
monary embolism.” These observations are submitted in 
order to complete the record and to report the whole 
truth regarding our experience with thromboembolic 
complications. The diagnosis of pulmonary embolism 
was made clinically in the first case, and was regarded as 
a possibility in the second instance, in which the findings 
led to questioning of this conclusion. 

Case 1.—A man, 58, had a high bilateral saphenous ligation, 
with stripping and multiple resections for varicosities, and chron- 
ic phlebitis of the right leg, with threatened ulcer. The patient 
was ambulatory and was discharged from the hospital the day 
after the operation. Five days later he experienced a sudden 
pain in the left side of the chest, with subsequent symptoms of 
pleurisy and the expectoration of blood-streaked sputum. The 
illness was relatively mild, so the patient was not rehospitalized; 
hence, roentgenograms of the chest were not obtained. Ambula- 
tion was continued, and, with symptomatic treatment, the pa- 
tient’s recovery was prompt and uneventful. Ten days after the 
attack of pain, the patient was completely well and has remained 
so during the ensuing months. Although roentgenologic con- 
firmation was lacking, it was our definite clinical impression 
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that this patient’s symptoms were caused by a pulmonary em- 
bolism from a small thrombus. 

CasE 2.—A married woman, 59, had a large cystocele and 
rectocele, for which an anterior and posterior colporrhaphy was 
performed. Ambulation was instituted four hours after opera- 
tion, and the patient’s recovery was entirely uneventful. Her con- 
dition warranted her discharge from the hospital on the fourth 
postoperative day, but since she was somewhat loathe to exercise 
sufficiently, she was not discharged until the seventh day. When 
the patient returned home, her husband did not follow the in- 
structions that she continue to be ambulatory but kept her con- 
fined to bed, not even allowing her to get up for her meals, al- 
though she did exercise bathroom privileges. 

Three days after the patient’s return home, in the middle of 
the night after the 11th postoperative day, a pain developed low 
in the midsternal area. The onset was gradual, with increasing 
severity. Within eight hours after appearance of the pain, dysp- 
nea was pronounced, and the lungs became flooded with secre- 
tions. It was another 10 hours before a physician was called, at 
which time the patient’s condition was critical. A massive pul- 
monary embolism was suspected, and she was immediately re- 
admitted to the hospital. 

A thorough physical examination revealed that there was no 
edema of the lower extremities, and no signs of phlebitis were 
evident. Homan’s sign could not be elicited in repeated attempts. 
The patient’s temperature on admission was 100 F (37.8 C), the 
pulse rate was 84, and the heart beat was regular and of fair 
volume. The blood pressure was 120 systolic, 70 diastolic. The 
heart sounds were greatly muffled by rales from the lungs but 
seemed of fair quality. The first sound at the apex was consid- 
erably accentuated, probably because of the poor quality of the 
aortic and pulmonic sounds. The pulmonic second sound was not 
accentuated. The lungs were filled with moist rales, both inspira- 
tory and expiratory, and breathing sounds were diminished. The 
leukocyte count was 28,600. The cardiologist who saw the pa- 
tient in consultation soon after admission, made the following 
note: “Although the history of an acute episode of dyspnea and 
cyanosis occurring on the 11th postoperative day would lead one 
to suspect a pulmonary thrombosis or embolism, the physical 
examination would indicate to me one of two things: (1) acute 
left ventricular failure with acute pulmonary congestion or (2) 
myocardial infarction.” 

The first roentgenograms of the chest, made on the day of 
admission, showed some cardiac enlargement, calcification in 
the walls of the aorta, apparent congestion in the lung fields, and 
possible infarction in the right upper lobe. The roentgenologist’s 
impression was “cardiac decompensation with possible infarc- 
tion in the right upper lobe.” The initial electrocardiogram 
showed evidence of myocardial anoxemia, although no signs of 
myocardial infarction were noted. On the basis of the roent- 
genographic and electrocardiographic findings and a subsequent 
examination of the patient, the cardiologist inclined toward the 
view that there was an infarction in the upper lobe of the right 
lung, in contrast to his initial impression. Subsequent roentgen- 
ograms showed diminished congestion in the lung fields. A 
second electrocardiogram, made two weeks after admission, 
showed rapid auricular fibrillation, with findings “equivocal for 
myocardial infarction, posterior type, or pulmonary embolism.” 

The midsternal pain disappeared soon after the patient’s ad- 
mission, but dyspnea and cyanosis continued, and two days later 
she began to expectorate blood. Repeated bronchial aspiration 
and nasal administration of oxygen afforded much relief. Later, 
digitalis was administered. Improvement was relatively slow, but 
ambulation was reinstated gradually after the sixth day, when 
symptoms of air hunger and shock had subsided. Anticoagulants 
were not administered. Effusion developed in the right pleural 
cavity, and 28 days after admission, 600 cc. of a straw-colored 
fluid was aspirated. 

Thirty-three days after the first attack, a second episode of 
midsternal pain occurred, and again dyspnea was pronounced, 
with expectoration of blood. This time, effusion developed in 
the left pleural cavity, and 15 days later, aspiration of 500 cc. 
of straw-colored fluid was carried out. The patient improved 
rapidly after the second episode, and ambulation was reinstated 
gradually within a few days. The patient remained in the hospital 
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25 days after the second attack of pain. At the time of her dis- 
missal, moist rales were still present in both lung fields. The 
prognosis remained guarded. 

Six days after her return to her home, the patient suffered 
another acute attack of pain in the chest and died immediately. 
Permission for an autopsy could not be obtained, so pathological 
confirmation of the diagnosis is lacking. While the patient was 
in the hospital, and especially after the second attack, we were 
inclined to the view that the symptoms were caused by a massive 
pulmonary embolism, especially since the pulmonary signs were 
so pronounced, with the effusion predominantly on the right side 
in the first instance, and on the left in the second. Nevertheless, 
the symptoms and course were in many respects atypical for 
postsurgical pulmonary embolism. 


COMMENT 


The reporting of these two cases in which there was 
presumptive evidence of pulmonary embolism furnishes 
a qualifying footnote to the record of our experience 
with early ambulation, which heretofore had included no 
single instance in which there were any clinical signs 
pointing to this complication. It is unfortunate that in 
neither case are we able to furnish conclusive or patho- 
logical proof of the presence of this complication; how- 
ever, in view of our previous report on the complete ab- 
sence of pulmonary embolism in our series of cases, we 
add these cases to the record for the sake of scientific 
accuracy. 

We believe that these two cases do not vitiate or con- 
tradict the conclusions we have stated regarding the value 
of early ambulation in the prevention of thromboembolic 
complications, since the first case was extremely mild, 
and in the second instance, the diagnosis was doubtful. If 
death was due to massive pulmonary embolic processes 
in the latter case, it might possibly have been avoided 
if the patient had not been confined to bed at home, after 
leaving the hospital. Hence, we repeat that “vigorous 
flexion and extension of the toes, ankles and knees (in- 
bed exercises), and frequent walking in as brisk a man- 
ner as possible will quicken the circulation in the veins 
and keep the sticky sludge moving. Thus, any loosely 
attached minute thrombus will be dislodged before the 
formation of a clot of sufficient size to cause fatal pul- 
monary embolism.” * 


14540 E. Warren Ave. (Dr. Leithauser). 





Antibiotics and Anticoagulants.—Recently we have been im- 
pressed by the observation that certain patients who appear well 
stabilized on a fixed dose of a coumarin derivative may show 
a marked prolongation of the prothrombin time shortly after 
starting to receive a gut-sterilizing antibiotic. The incidence of 
occurrence of this phenomenon appears to have increased with 
the widespread use of these antibiotics for all types of cases, 
especially those of a surgical nature. . The explanation, 
which must be considered hypothetic at this time, may be found 
in these facts. The production of vitamin K is largely dependent 
on the action of the bacterial flora of the intestinal tract. Vita- 
min K acts as a buffer against the coumarin compounds, holding 
their action in check to a certain degree. When the bacterial 
flora are killed off or greatly disturbed, the production of vita- 
min K is sharply diminished and the action of the anticoagulant 
drugs is unrestrained, resulting in (a) excessive action and (b) 
reduced dosage requirements. Pending confirmation or clarifi- 
cation of these observations, the gut sterilizing antibiotics should 
be administered with caution when the patient is receiving anti- 
coagulant therapy which interferes with prothrombin production. 
—I. S. Wright, M.D.: The Pathogenesis and Treatment of 
Thrombosis, Circulation, February, 1952. 
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USE OF CHOLINERGIC DRUGS IN 
PAROXYSMAL SUPRAVENTRICULAR 
TACHYCARDIA 


SERIOUS UNTOWARD REACTIONS AND FATALITY 
FROM TREATMENT WITH METHACHOLINE 
AND NEOSTIGMINE 


Robert H. Furman, M.D., Nashville, Tenn. 
and 


Arthur J. Geiger, M.D., New Haven, Conn. 


The effectiveness and usefulness of methacholine chlo- 
ride in terminating attacks of paroxysmal tachycardia of 
supraventricular origin have become well established 
since Starr’s introductory report in 1933. The distressing 
occurrence of varying degrees of heart block following 
the original injections of 100 mg. or more was largely 
overcome by the use of doses of 20 to 40 mg.* Even these 
smaller doses often evoked unpleasant cholinergic effects. 
This led to the introduction of neostigmine as a substitute 
for * or adjuvant to* methacholine. Both agents are 
capable of evoking drastic effects by their action on the 
autonomic nervous system. Their proper use requires a 
clear understanding of their pharmacodynamic activity. 

Standard textbooks that deal with the treatment of 
acute attacks of supraventricular tachycardia almost in- 
variably mention the use of both methacholine and neo- 
stigmine, as well as the commoner methods of therapy, 
such as various forms of vagal stimulation and the use of 
digitalis and quinidine. While attention is usually directed 
to the untoward side-effects and necessary precautionary 
measures that must be taken when either of these drugs 
is used, comment regarding their combined used is rare. 
Dameshek* has stated: “The drastic actions of the 
prostigmin-mecholy! combination are worthy of great 
respect. However, the careful clinician should not be 
deterred from using a relatively small dosage (say 10 
mg.) of mecholyl after 0.5 mg. of prostigmin.” 

The three cases reported herein are selected from a 
larger experience at the New Haven Hospital because 
they illustrate some of the untoward effects and hazards 
of these drugs. 

REPORT OF CASES 

Case 1.—M. T., a 50-year-old white policeman, was seen in 
the emergency room on Jan. 27, 1944, because of an attack of 
paroxysmal auricular tachycardia. The diagnosis was verified by 
electrocardiograms. He had becn subject to episodes of tachy- 


cardia for 12 years, and on one occasion congestive failure had 
developed during an attack. This was the third attack observed at 


Assistant Professor of Medicine, Vanderbilt University, School of 
Medicine, Nashville, Tenn.; formerly Assistant Resident Physician, New 
Haven Hospital, New Haven, Conn. (Dr. Furman). Associate Clinical 
Professor of Medicine, Yale University, School of Medicine, New Haven 
(Dr. Geiger). Dr. Furman is now at Oklahoma Medical Research Founda- 
tion, Oklahoma City, Okla. 
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the New Haven Hospital and had been continuous for 17 hours. 
The blood pressure was 90/65 and the heart rate 190, but the 
patient was in no significant distress. After carotid sinus pressure 
proved ineffectual, the patient was given 1 mg. of neostigmine, 
subcutaneously, which, while causing mild sweating, did not 
alter the heart rate. Thirty-five minutes after the neostigmine 
injection he was given 15 mg. of methacholine chloride. After 
about five minutes the skin became deeply flushed, he perspired 
profusely, and marked dyspnea developed. Because of this alarm- 
ing reaction, 0.3 mg. of atropine sulfate (which had previously 
been made ready) was immediately injected intravenously, with 
the hope of diminishing but not abolishing the cholinergic effect. 
Flushing and dyspnea promptly diminished, and within three 
minutes sinus rhythm was established, with a rate of 90. At this 
time a second intravenous injection of atropine sulfate, 0.6 mg., 
was given, and the cholinergic symptoms completely and 
promptly disappeared. The blood pressure was now 125/85, and 
the patient was discharged. 


Comment.—On a previous occasion this patient had 
had congestive heart failure as a result of paroxysmal au- 
ricular tachycardia. The current attack had been in prog- 
ress for many hours, with a rapid rate and hypotension. 
Therefore, prompt termination of the attack was deemed 
highly desirable and the patient was treated with neo- 
stigmine and methacholine chloride. Moreover, our in- 
terest was great in what was then a newly developing field 
of autonomic pharmacology. Before we administered 
these drugs, the necessary precaution of having atropine 
sulfate in a syringe ready for instant use was observed. 
It seems probable that its prompt use in this case pre- 
vented the progression of dangerous cholinergic mani- 
festations. 


CasE 2.—A 58-year-old Polish man was brought by police 
ambulance to the emergency room on March 10, 1944, in a state 
of profound prostration. Although he spoke almost no English, 
he indicated that he was having pain in the abdomen and had 
been coughing and raising bloody sputum for several days. As 
far as could be ascertained there had been no vomiting, chest 
pain, or chills. The patient was seriously ill, exhibiting pro- 
nounced cyanosis, dyspnea, and orthopnea. The blood pressure 
was unobtainable. The neck veins were greatly distended, and 
the liver was tender and extended 4 cm. below the costal margin, 
but there was no dependent or pulmonary edema. An electro- 
cardiogram revealed supraventricular tachycardia, with no ap- 
parent P waves. 

It was felt that acute and severe congestive heart failure was 
present, either as a result of or seriously aggravated by a pro- 
longed attack of paroxysmal tachycardia. The patient was given 
oxygen immediately and, when carotid sinus stimulation proved 
ineffective, a subcutaneous injection of 25 mg. of methacholine 
chloride. Neither the medication nor subsequent carotid massage, 
repeatedly employed, terminated the tachycardia. No outspoken 
cholinergic effects (flushing, lacrimation, salivation, rhinorrhea, 
and sweating) were observed. At the end of two hours neostig- 
mine was given subcutaneously. When this, together with carotid 
sinus stimulation, proved ineffective, a second injection of metha- 
choline chloride was employed. The dose was 30 mg., and it was 
given 40 minutes after the neostigmine injection. Within one min- 
ute, the patient began to salivate profusely and voided involun- 
tarily and asthmatic breathing developed. The heart rate slowed 
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markedly for a few seconds, and then audible heart action and 
respiration ceased. A tourniquet was immediately applied prox- 
imal to the injection site, and 0.8 mg. of atropine sulfate ang 
1 mg. of epinephrine (representing the ideal combination of 
pharmacologic antidotes) ® were injected intracardially. Artificia| 
respiration was begun, but all efforts at resuscitation failed. 

Necropsy revealed a dilated and hypertrophied heart, which 
weighed 610 gm. The aortic valve was moderately calcified, and 
the coronary arteries showed arteriosclerosis without actual oc- 
clusion or thrombus. No myocardial infarction was found on 
careful gross and microscopic examination. The right auricular 
appendage contained an antemortem clot, and a small thrombus 
was attached to the intraventricular septum and adjacent wall 
of the right ventricle. The lungs were moderately congested but 
revealed no infarcts or emboli. The liver weighed 1,670 gm. and 
showed chronic passive congestion. Moderate atherosclerosis was 
present in the aorta and mesenteric arteries. 


Comment.—Although death was not unexpected in 
view of the patient’s grave cardiac status, the coincidence 
of cardiac slowing and arrest with the onset of pro- 
nounced cholinergic symptoms argues strongly that at 
least the time of death was attributable to the nature 
and mode of administration of the medications. Certainly 
the initial injection of 25 mg. of methacholine chloride 
can be exculpated, for the dose employed was moderate, 
and it produced no pronounced cholinergic expressions. 
Doses 4 to 12 times larger have been given without fatal 
results.® It is also unlikely that the injection of neostig- 
mine two hours after the administration of methacholine 
chloride was responsible for death. The fleeting effects 
of the latter‘ probably were completely dissipated long 
before the neostigmine was given. Moreover, the dose 
of neostigmine was an average and recommended one,* 
and no pronounced cholinergic effects developed in the 
ensuing 40 minutes. This line of reasoning leads to the 
conclusion that the second dose of methacholine chloride 
was responsible. At that time the second injection was 
believed to be proper because 40 minutes had elapsed 
after an apparently ineffective dose of neostigmine. 
A dose of 30 mg. was employed because the previous in- 
jection of 25 mg. had provoked no significant reactions. 
Moreover, the dose and timing were thought to provide 
an adequate factor of safety, as judged from the available 
literature * on the combined use of these agents. In the 
light of our experience in this case, we are of the opinion 
that the use of methacholine within several hours after 
the administration of neostigmine is dangerous, and such 
combined treatment generally should be avoided. Dame- 
shek has emphasized the dangers involved when the ad- 
ministration of neostigmine is followed by administration 
of methacholine in 30 minutes or less.* 

Case 3.—A. B., a 30-year-old white man, gave a history of 
16 years of paroxysmal tachycardia, the attacks occurring about 
once monthly. Electrocardiograms during several attacks showed 
abnormally wide and slurred QRS complexes, with a rate of 160 
per minute and without clearly discernible auricular deflections; 
between attacks, intraventricular conduction was normal. Unlike 
paroxysmal tachycardia of ventricular origin, these attacks had 
repeatedly responded promptly to the subcutaneous injection of 
neostigmine. For this reason, and because there was no evidence 
of cardiovascular disease, the tachycardia was regarded as supra- 
ventricular in origin, with associated functional intraventricular 
block. On June 6, 1950, the patient came to the emergency room 
for treatment of an attack that had been continuous for a week. 
Ten minutes after a subcutaneous injection of methacholine chlo- 
ride the tachycardia stopped abruptly. Six weeks later the patient 
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returned during an attack that had been going on for five days. 
Substernal pain and dyspnea were beginning to develop. The 
heart rate was 158 per minute, and electrocardiograms showed 
the patient’s usual type of tachycardia. However, injection of 
| mg. of neostigmine and subsequent carotid sinus massage were 
ineffective over a period of 30 minutes, and at that time 25 mg. 
of methacholine chloride was injected subcutaneously. Within a 
few minutes the patient began to perspire profusely, diarrhea de- 
veloped, and he appeared generally distressed. Previously pre- 
pared atropine sulfate, 0.4 mg., was given intravenously to 
ameliorate the cholinergic reactions. Prompt control of symptoms 
resulted, and the heart was then noted to have slowed to 122 beats 
per minute, but the electrocardiographic pattern of the tachycar- 
dia was not otherwise altered. It was decided to abandon further 
use of cholinergic drugs, and the patient was treated with quini- 
dine sulfate. He received a total of 1 gm. in fractional doses over 
a five-hour period, at the end of which time sinus rhythm with 
normal intraventricular conduction returned. He was discharged 
on maintenance doses of quinidine. 


and 
rOX- 


Comment.—Neostigmine was chosen for treatment in 
this case because it was desired to employ rapidly effec- 
tive therapy. The paroxysm of tachycardia had been an 
unusually long one, and symptoms of cardiac distress 
were present. Moreover, the previous use of neostigmine 
in this case had proved effective promptly. When, on the 
second occasion, neostigmine and carotid sinus stimula- 
tion did not terminate the attack in the course of 30 
minutes, methacholine chloride was given in a dose that 
the patient had received six weeks previously as the sole 
medication without untoward effects. However, full ap- 
preciation of the pronounced potentiating effects of these 
agents when used in combination would have resulted in 
the use of a smaller dose of methacholine chloride than 
25 mg. Fortunately, the precaution of having atropine 
sulfate at hand in a syringe permitted prompt modifica- 
tion of the impending reaction. 


COMMENT 


Although both methacholine chloride and neostigmine 
may be rapidly effective and theoretically ideal in the 
treatment of attacks of paroxysmal tachycardia of supra- 
ventricular origin, and true pharmacologic antidotes are 
available in atropine and sympathomimetic drugs to 
ameliorate or promptly extinguish actions of these cho- 
linergic agents, proper administration requires a clear 
understanding of their pharmacologic properties and ex- 
perience in their use. 

The pharmacologic properties of methacholine chlo- 
ride resemble those of acetylcholine, except for the less 
pronounced nicotinic effect on autonomic ganglions. The 
usual therapeutic dose of 25 mg. produces a fall in blood 
pressure, tachycardia, and a slowing of auriculoventricu- 
lar conduction. Intravenously administered atropine re- 
sults in prompt disappearance of these effects. Neostig- 
mine exerts its pharmacologic action by virtue of its abil- 
ity to inhibit cholinesterase in body fluids and tissues. 
When given prior to a small dose of methacholine chlo- 
ride, severe sinus bradycardia may result; when followed 
by the ordinary dose of methacholine chloride, severe 
heart block results, which is sometimes complete. 

In our opinion neither agent should be used in the 
average case except after less dangerous methods have 
been properly employed without success. These include 
reflex vagal stimulation by such means as carotid sinus, 
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ocular, or abdominal pressure; Valsalva or Miiller pro- 
cedures; and induced gagging and vomiting. These fail- 
ing, the use of digitalis or quinidine can usually be de- 
pended on to terminate an attack. Sedatives should be 
used as necessary. Purified digitalis preparations suitable 
for intravenous use permit rapid treatment in situations 
in which restoration of a normal mechanism is a matter 
of great urgency. An increasing experience with the use 
of procaine amide is being reported and holds some 
promise.*” Only in such situations in which the patient’s 
condition is so grave that results must be achieved within 
a matter of minutes, rather than hours, do we feel that 
the use of methacholine chloride is justified. 

When the decision is reached to employ methacholine 
chloride, it is recommended that the following arrange- 
ments be provided: an intravenous drip should be set up 
in the opposite arm and provision made for the attach- 
ment, through a three-way stopcock, of syringes pre- 
viously prepared with 2 mg. of atropine sulfate and with 
epinephrine or amphetamine sulfate or both.° 

Should pronounced cholinergic symptoms or cardiac 
arrest result, with collapse of the veins under the latter 
circumstances, no difficulty will be experienced in getting 
the atropine placed intravenously without delay, and the 
reservoir of sodium chloride solution may be raised to 
hurry the atropine along to the heart. At the same time a 
tourniquet should be placed proximal to the site of injec- 
tion of methacholine chloride to block further absorp- 
tion. If signs of recovery are not seen within 15 to 20 
seconds, atropine sulfate and epinephrine should be in- 
jected directly into the heart. Obviously, such thera- 
peutic manipulations are not simple. Their relative com- 
plexity, the decidedly unpleasant reactions to effective 
doses of methacholine chloride, and the hazard of treat- 
ment with this drug in cases of coronary artery disease 
and of asthma should influence one to resort to other 
measures and devices for the termination of paroxysmal 
supraventricular tachycardia, unless, as is seldom the 
case, the patient’s condition is grave. Under such haz- 
ardous circumstances the conjoint use of neostigmine 
and methacholine chloride would seem particularly dan- 
gerous and contraindicated, and cholinergic therapy 
should be limited to the use of methacholine chloride in 
subcutaneous doses starting at 10 or 15 mg. and increas- 
ing at about 20 minute intervals as indicated by the pa- 
tient’s general reaction to the previous ineffective dose. 
When neostigmine has been administered, an interval of 
at least four hours should elapse before methacholine 
chloride is injected, or, when delay is not possible, such 
injection should be limited to 2 or 3 mg., in an adult, to 
permit estimation of the degree of potentiation that may 
still be present from the neostigmine. 
































































SUMMARY AND CONCLUSIONS 

The hazards of the conjoint use of neostigmine and 
methacholine chloride in the treatment of paroxysmal 
supraventricular tachycardia are discussed. Three illus- 
trative cases are reported. Treatment was successful but 
not without danger in two instances. In the third, death 
followed a second injection of methacholine chloride 
given 40 minutes after a dose of neostigmine. Death was 
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probably due to the potentiation of the effects of the 
methacholine chloride by the previously administered 
neostigmine. 

Methacholine chloride should not be injected sooner 
than four hours after an injection of neostigmine, because 
of the pronounced and prolonged potentiation of the 
former by the latter. 

Suggestions are made for more adequate technical 
preparations for the emergency administration of phar- 
macologic antidotes directly into the circulation, should 
alarming reactions or cardiac asystole develop after ad- 
ministration of methacholine chloride. 


Oklahoma Medical Research Foundation (Dr. Furman). 


CHRONIC HYPOGLYCEMIA IN AN INFANT 
TREATED BY SUBTOTAL PANCREATECTOMY 


Ralph G. Greenlee, M.D. 
Raleigh R. White, M.D. 
and 


Charles Phillips, M.D., Temple, Texas 


Shortly after the discovery of insulin by Banting and 
Best ' in 1922, it became apparent that severe hypo- 
glycemia results from excessive administration of the 
drug. In 1924, Harris * postulated the clinical syndrome 
of hyperinsulinism. It remained for Wilder and his co- 
workers * to establish, in 1927, the unquestionable cor- 
relation between islet cell tumor of the pancreas and 
hyperinsulinism. Further evidence of the entity was 
offered in 1929 by Howland and his colleagues‘ of 
Toronto, who removed an islet cell tumor from a pa- 
tient with hyperinsulinism. As a result of increasing 
awareness of the clinical syndrome, Howard, Moss, and 
Rhoads,*® by 1950, were able to find recorded in the 
literature 264 cases of islet tumor with hyperinsulinism. 
The great majority of patients with this condition are 
adults, although the syndrome maay occur at any age. 
Sherman ° reported the case of a baby girl with uncon- 
trollable hypoglycemia who died at the age of 6 weeks. 
Autopsy revealed an islet cell adenoma in the tail of 
the pancreas. Howard, Moss, and Rhoads * found only 
11 reported cases in children under 15 years of age who 
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had been operated on for hyperinsulinism. These authors 
state that four of the children were cured by excision of 
an adenoma in the pancreas, while subtotal pancreatic 
resections were done in two children in whom no tumor 
was located in the gland. In one of these latter children. 
as reported by Graham and Hartmann,’ approximately 
80 to 90% of the pancreas was resected, resulting in re. 
lief of the hypoglycemia; however, the child continued 
to show mental retardation. Pathological examination of 
the resected pancreas demonstrated a normal gland. The 
cure of the other child by subtotal resection was reported 
by Callaway.* Examination of the pancreas in Callaway’s 
case revealed hyperplasia of islet cells. Dannenberg ° te- 
ported the case of a 3-year-old girl who, since the age 
of 13 months, had suffered recurrent convulsive seizures 
associated with severe hypoglycemia and whose parents 
refused to allow surgical treatment. The child died in an 
attack, and autopsy revealed hyperplasia of islet cells. 

Apparently, severe hypoglycemia can occur in infancy 
and childhood to a degree incompatible with normal de- 
velopment or even life. The condition may be uncon- 
trollable by medical means and may require surgical 
resection of islet tissue to restore the blood sugar to a 
normal level. The following case demonstrates such a 
problem. 

REPORT OF A CASE 


A baby boy, 5 months old, was brought, in a comatose state, 
to the Scott & White Clinic on June 22, 1947. He had been 
apparently well until five days before admission, when clonic 
convulsions developed involving the left side and he had lapsed 
into stupor. These seizures continued to occur at intervals, and 
the baby became more stuporous and would not eat. The par- 
ents were not diabetic, and the baby had had an uncompli- 
cated birth by cesarean section. He was bottle fed. The only 
suggestive information obtained was that the baby had always 
had a big appetite, and the parents had found it difficult to 
maintain a four hour feeding schedule; he had continued to 
require a 2 a. m. feeding. On physical examination the baby 
was observed to be remarkably well nourished. His rectal tem- 
perature was 101 F, pulse rate 160, and respiratory rate 48. 
The head circumference was slightly larger than average for the 
child’s age but remained 1 cm. below the normal circumference 
for a child 1 year of age. The anterior fontanel was open and 
flat. The percussion note of the head was normal. The pupils 
were dilated and did not react to light. A congenital nystagmus 
was noted. The ocular fundi were normal. The child had hemi- 
plegia on the left side. The deep tendon reflexes were reduced 
in the arms and increased in the legs. Bilateral Babinski signs 
were elicited. A seizure was observed by the examiner; it began 
with twitching of the left side of the face, followed by clonic 
jerking of the left arm and jerking of the left leg muscles; after 
several minutes, the baby began “chewing and sucking” move- 
ments. This attack lasted for five minutes. 

Results of laboratory studies were as follows: hemoglobin 
11 gm. per 100 cc.; red blood cell count 4,030,000; and white 
blood cell count 11,450, with 53% neutrophils, 40% lympho- 
cytes, and 7% eosinophils. Roentgenograms of the chest and 
the skull (anterior-posterior and lateral views) were normal. In 
spinal puncture the initial spinal fluid pressure was 47 cm. of 
water (the child was struggling), and the final pressure was 22.5 
cm. of water. The cerebrospinal fluid was clear and contained 
one lymphocyte per cubic millimeter and 16 mg. of sugar per 
100 cc. The Eagle test for syphilis was negative. Ventriculo- 
graphic examination revealed no abnormalities, except for some 
increase of subarachnoid fluid. The blood sugar level was 31 
mg. per 100 cc. A cephalin-cholesterol flocculation test was 
negative. The urine contained 0.18 Ehrlich units of urobilinogen 
but was otherwise normal. 

The child was placed on frequent high protein feedings, sup- 
plemented by parenterally administered dextrose, and on this 
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regimen remained conscious most of the time. The hemiplegia 
improved; however, when feedings were given at longer than 
four-hour intervals, clonic seizures occurred. The fasting blood 
sugar level remained low, being 32, 31, 43, and 39 mg. per 100 
cc. A glucose tolerance test done at this time gave the follow- 
ing results: the fasting blood sugar level was 53 mg. per 100 
cc.; the blood sugar level one hour after ingestion of 1.75 gm. 
of glucose per kilogram of body weight was 175 mg. per 100 
cc; two hours afterward it was 104 mg. per 100 cc.; and three 
hours afterward it was 81 mg. per 100 cc. After subcutaneous in- 
ection of 0.2 cc. of 1:1,000 dilution of epinephrine (adrenalin®), 
the fasting blood sugar level rose from 41 mg. per 100 cc. to 69 
mg. per 100 cc. after one-half hour and to 84 mg. per 100 cc. 
after one hour. Epinephrine in oil administered twice daily 
maintained the blood sugar level within normal limits for eight 
hours after ingestion of food. While the blood sugar was con- 
tained within a normal range by frequent feedings and epi- 
nephrine in oil injections, the child’s mental status seemed to 
improve and the neurological signs cleared almost completely; 
the baby was obviously mentally retarded, however, and it was 
concluded that permanent cerebral damage had occurred. The 
parents were advised of this condition. It was apparent, also that 
unless the hypoglycemia could be more readily controlled further 
cerebral damage was imminent. Accordingly on July 14, 1947, 
exploratory laparotomy was done by one of us (R. R. W.) 
through a transverse abdominal incision, with the patient under 
nitrous oxide, oxygen, and ether anesthesia. Thorough explora- 
tion of the pancreas revealed no gross pathological changes. A 
subtotal pancreatectomy was performed, with removal of the 
neck, body, and tail of the pancreas. This section of the pan- 
creas was examined by the pathologist. It was 75 mm. in length, 
12 to 15 mm. in width, 10 to 12 mm. in thickness, and weighed 
4 gm. Twenty-two serial blocks of tissue were fixed, and several 
microscopic sections were made from each block. No evidence 
of islet cell tumor was found. The average islet cell count of 
the greater part of the body and tail of the pancreas was 5 
per low power field; however, in the proximal portion of the 
body, the islet cell count showed an abrupt increase to 16 per 
low power field, and here some islet cells had become confluent 
into masses difficult to separate into individual units. In order 
to determine the normal islet cell count for a 5-month-old baby 
specimens of apparently normal pancreas glands of babies of 
this age range who had died from unrelated causes were 
studied and islet cell counts were made. The average count in 
these control specimens was 6 islet cells per low power field. 
From a pathological viewpoint, a diagnosis of hyperplasia of 
islet cells was believed justified. © 

The baby’s postoperative convalescence was satisfactory. The 
blood sugar level was noted to be 185 mg. per 100 cc. on the 
evening of the operation. The fasting blood sugar level was 112 
mg. per 100 cc. on the third day after the operation, 127 mg. 
per 100 cc. on the fourth day, 105 mg. per 100 cc. on the fifth 
day, and 106 mg. per 100 cc. on the ninth day. In a glucose 
tolerance test (Exton and Rose test) done on the seventh post- 
operative day the fasting blood sugar level was 99 mg. per 100 
ce.; the blood sugar level one hour after injection of glucose 
was 130 mg. per 100 cc., and two hours after was 125 mg. 
per 100 ce. 

The baby Was dismissed from the hospital 11 days after the 
operation.. Two weeks later he began to have clonic jerks on 
the right side of the body, the attacks occurring at irregular 
intervals, from a few hours to several days apart. (Preoperative 
seizures had been on the left side.) These attacks were not pre- 
vented or relieved by ingestion of food. Two months after the 
operation the patient was reexamined at the clinic. There was 
noticeable improvement in his mental status; he attempted to 
crawl and to hold up his head. The blood sugar level after fast- 
ing overnight was 122 mg. per 100 cc.; after a 22 hour fast, 
the blood sugar level was 77 mg. per 100 cc. An encephalo- 
gram revealed cortical atrophy involving the left frontoparietal 
area. Fifteen months after surgery, the baby was again observed, 
and the fasting blood sugar level was 75 mg. per 100 cc. There 
had been no significant neurological improvement. In a recent 
follow-up letter, 43 months after the operation, information was 
received that the child eats three meals a day but has not shown 
significant mental development. 


CHRONIC HYPOGLYCEMIA—GREENLEE ET AL. 








273 





In a report by Malamud and Grosh *° it is stated that 
in early hypoglycemia cerebral recovery occurs with 
prompt treatment but that, after a prolonged period of 
hypoglycemia, irreversible organic brain damage occurs. 
Cases observed at autopsy showed advanced destruction 
of the cortex, thalamus, and corpus striatum. In our 
case, the child had been subjected to hypoglycemic shock 
for approximately one week. Even though the hypo- 
glycemia in this baby was relieved by subtotal resection 
of the pancreas and the blood sugar level was restored 
to normal limits after surgery, irreversible cerebral dam- 
age had already occurred, and further mental develop- 
ment did not follow. It is our opinion that the hypo- 
glycemia in this case was secondary to hyperinsulinism 
resulting from hyperplasia of the islet cells of the pan- 
creas. 

It is well recognized that fluctuating hypoglycemia is 
not rare during the first few days or weeks of life '' and 
that, at times, the blood sugar level may be considerably 
depressed without producing clinical symptoms in the 
newborn.'” As a rule, the blood sugar level becomes 
stabilized about 14 days after birth, without complica- 
tions. In other infants persistent hypoglycemia may pose 
an important and urgent problem, although in the great 
majority of these infants the condition can be regulated 
by careful and persistent dietary management. Not all 
cases can be managed so satisfactorily, however, and the 
physician should be aware of the possibility of organic 
hyperinsulinism, with the attendant danger of irreversi- 
ble cerebral damage resulting from uncontrollable hypo- 
glycemia. If organic hyperinsulinism is suspected, we 
suggest exploration of the pancreas for islet cell tumor. 
If no tumor can be palpated, we believe the logical treat- 
ment is massive subtotal resection of the pancreas. 


213 W. Avenue G. 
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Sedation and Insomnia.—In every patient with insomnia as a 
symptom the use of sedatives has to be considered. Often at the 
first interview it is learned that patients have been taking various 
barbiturate preparations at bedtime for considerable periods 
without much benefit, despite increasing doses. Fear of addiction 
may be added to their other symptoms since the public has be- 
come well aware of this possibility. Although sedatives, judi- 
ciously prescribed, may be of considerable value in treating a 
patient with insomnia they will not cure the underlying disorder 
and their persistent use may be harmful. Therefore in anxiety 
states, where the insomnia is not usually severe, it is best to with- 
hold hypnotics at bedtime, first trying the effect of a mild sedative 
at intervals throughout the day. Phenobarbital 16mg. (4 grain) 
or sodium amytal 65 mg. (1 grain) three times a day after meals 
and at bedtime combined with psychotherapy, is often effective 
in promoting sleep at night, through lessening the state of ten- 
sion.—H. H. Hyland, M.D., Disturbances of Sleep and Their 
Treatment, The Medical Clinics of North America, March, 1952. 
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A HAZARD OF REPEATED BLOOD 
TRANSFUSIONS 


HEMOLYTIC REACTION DUE TO ANTIBODIES 
TO THE DUFFY (Fy*) FACTOR 


James B. Hutcheson, M.D. 
Jane M. Haber 


and 


Aaron Kellner, M.D., New York 


The use of whole blood in the treatment of medical 
and surgical conditions has increased greatly during the 
past 10 years to the point where about 3,000,000 trans- 
fusions are given each year in this country alone.' This 
widespread use of blood transfusions has led to the recog- 
nition of a number of serious hazards associated with the 
procedure, the most commonly encountered and best 
known of these being Rh immunization, hemolytic re- 
actions due to major blood group incompatability, and 
the transmission of certain diseases, notably homologous 
serum jaundice, malaria, syphilis, and, in some areas, 
brucellosis.” An additional hazard that is less well recog- 
nized, but one that is growing in importance because of 
the increasing incidence of repeated blood transfusions, 
is that of hemolytic reaction due to immunization by one 
or more of the recently discovered blood group factors, 
such as Kell (K),* Cellano (k),* Duffy (Fy*),° Kidd (Jk*),° 
and others.’ It is now apparent that, in patients given re- 
peated blood transfusions, antibodies to one or more of 
these antigenic factors may develop, and, further, that 
such antibodies are in many instances not detected by 
the conventional cross-matching techniques. It is the 
purpose of this paper to describe the occurrence of a 
hemolytic transfusion reaction in a patient whose serum 
contained antibodies to the Duffy factor, and to point 
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out some of the modifications in cross matching tech- 
niques that may be employed as additional safeguards 
to prevent such accidents. 


REPORT OF A CASE 


A. D., a 36-year-old male physician, was admitted to the 
New York Hospital in March, 1951, complaining of epigastric 
cramps and tarry stools. Three years previously, while abroad, 
he had received 8 to 10 whole blood transfusions because of 
a bleeding duodenal ulcer. At the time of admission to the New 
York Hospital he was found to have group O, Rh positive blood. 
A subtotal gastrectomy was performed, during which 500 ml. 
of group O, Rh positive blood was administered while the pa- 
tient was under general anesthesia. This blood had been found 
to be compatible by means of the conventional cross matching 
test of the recipient’s serum and donor cells and also by means 
of the trypsinated cell technique routinely employed in this 
laboratory. The patient had a generalized rigor shortly after 
the completion of the transfusion. The urine was dark brown 
to black and was strongly positive for hemoglobin during the 
first postoperative day and contained small amounts of hemo- 
globin for the next 12 hours. The patient became intensely 
jaundiced during the first postoperative day, and the jaundice 
cleared slowly during the ensuing week. The blood pressure, red 
blood cell count, hemoglobin, urinary output, and liver function 
tests remained normal, and the subsequent postoperative course 
was uneventful. 

As soon as the signs of a hemolytic transfusion reaction were 
recognized, blood from the patient and the donor were re- 
checked, and the grouping and Rh typing were found to be as 
previously determined. The patient’s pretransfusion serum was 
then tested with the donor’s cells suspended in sodium chloride 
solution and with trypsinated donor cells, and no agglutination 
was observed. Also, the patient’s serum failed to agglutinate 
the trypsinated cells used in this laboratory to detect Rh-Hr 
immunization.* The result of an indirect Coombs test,’ how- 
ever, with the use of the patient’s serum and the donor’s cells 
was strongly positive. The fact that the serum failed to aggluti- 
nate trypsinated cells containing the known Rh-Hr antigens 
fairly well ruled out the presence of antibodies to these factors, 
since this technique is a sensitive one for the detection of such 
antibodies.!° Furthermore, the fact that the serum contained an 
antibody that did not agglutinate the donor’s cells, either nor- 
mal or trypsinated, but that did coat the cells strongly as dem- 
onstrated by the indirect Coombs test suggested that it might 
contain antibodies to the Kell or Duffy factors, since apart from 
the Rh antibodies these are the most common ones that are 
known to have clinical significance. Cells from the patient and 
donor were therefore tested with known antiserums to these 
factors; the patient’s blood was found to be Kell negative and 
Duffy negative, and the donor’s blood, Kell negative and Duffy 
positive. The patient’s serum was then tested with a large panel 
of known Duffy positive and Duffy negative cells, with the use 
of the indirect Coombs technique, and it was found to be uni- 
formly positive with Duffy positive cells and negative with Duffy 
negative cells. These tests tentatively established the antibody to 
be anti-Duffy, and this was later confirmed in the*laboratory of 
Drs. Vogel and Rosenfield. The titer of the antibody in blood 
drawn from the patient 1, 13, and 215 days postoperatively was 
1:64 on each occasion. The serum contained no additional ab- 
normal antibodies. 

COMMENT 


The Duffy factor was first described in England in 
1950 by Cutbush, Mollison, and Parkin,** who reported 
a hemolytic transfusion reaction caused by antibodies to 
a previously undescribed blood group factor in a patient 
who had received repeated blood transfusions. The factor 
was named after the patient in whom it was discovered 
and was subsequently given the symbol Fy’. In the year 
and a half since the first report, four other hemolytic re- 
actions due to this factor have been recorded,° and at 
least three others have come to our attention, though they 
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have not as yet been reported *'; it seems likely that the 
total number of such reactions may not be inconsiderable. 
The Duffy factor is present in the red cells of 65% of 
the white population, the remaining 35% being Duffy 
negative reactors. Random sampting of the Negro popu- 
lation in New York City by Miller, Rosenfield, and 
Vogel '* and also by us revealed a pronounced difference 
in the incidence of the Duffy factor in this group, only 
about 20% being Duffy positive reactors. That the Duffy 
factor is antigenic is demonstrated by the observation 
that when persons with a negative Duffy reaction are 
given transfusions of Duffy positive red cells specific anti- 
bodies (anti-Fy*) may develop in significant titer. The 
Duffy factor, however, is probably a relatively poor 
antigen, for, though hundreds of thousands of Duffy 
negative reactors are given Duffy positive blood each 
year, only a small number of cases of specific immuniza- 
tion have thus far been detected. Most of the instances in 
which Duffy antibodies have been detected have followed 
numerous blood transfusions, although in the case re- 
ported by Rosenfield, Vogel, and Race * the patient had 
had no previous transfusions and in one reported by 
Ikin, Mourant, and Plaut *” a hemolytic reaction due to 
the Duffy antibody occurred with the third transfusion. 
Antibodies to the Duffy factor when present in the 
serum constitute a definite hazard to the patient, for 
transfusion of Duffy positive cells may result in a serious 
hemolytic reaction. An interesting and particularly im- 
portant fact about these antibodies is that all that have 
been described to date are of the “blocking” or “incom- 
plete” variety; they do not cause agglutination of Duffy 
positive cells suspended in sodium chloride solution or in 
albumin, and they can be detected only by means of the 
indirect Coombs test. This presents a difficult problem in 
the operation of a blood bank, since the usual cross 
matching procedures, whether performed in sodium 
chloride solution or in high-protein mediums such as 
albumin, plasma, or serum, do not detect the Duffy 
antibodies. Moreover, even the trypsin techniques that 
are exceedingly useful in detecting “incomplete” anti- 
bodies to the Rh-Hr factors are ineffective in detecting 
Duffy antibodies. It is not feasible, and probably not 
necessary, at the present time to attempt to prevent the 
immunization of Duffy negative persons by the admin- 
istration of transfusions of Duffy negative blood only, as 
is done in connection with the Rh factor; first, because 
in only a very small percentage of the Duffy negative 
population do antibodies develop after transfusion with 
Duffy positive blood, and second, because the enormous 
amount of specific anti-Duffy serum that would be re- 
quired to type all donors and recipients of blood is not 
available. It would be adequate for practical purposes 
to institute cross matching techniques that are capable 
of discovering Duffy antibodies when present in the serum 
of the recipient. Such persons could then be given com- 
patible Duffy negative blood, and the development of 
hemolytic reactions could thereby be prevented. Since 
the Duffy antibodies, and also other potentially danger- 
ous antibodies such as anti-Kell and anti-Kidd, are re- 
vealed only by the indirect Coombs test, this would 
mean that ideally every cross matching should be checked 
by an indirect Coombs test performed on the mixture 
of the recipient’s serum and the donor’s cells. It may well 
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be that such a practice, though admittedly laborious, 
will eventually become standard in cross matching for 
all blood transfusions. In the meantime, however, it is 
clear, from the number of new blood group factors dis- 
covered and from the increasing incidence of hemolytic 
transfusion reactions caused by immune antibodies to 
these factors, that added precautions are now necessary 
in the cross matching of blood of those patients that have 
received repeated blood transfusions. For such patients 
consideration should be given to the use of the indirect 
Coombs test as a routine cross matching procedure. 


SUMMARY 

A hemolytic transfusion reaction due to antibodies to 

the Duffy factor is reported. The need for supplementing 

the standard cross matching techniques to prevent such 
reactions is discussed. 
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REPORT OF THE COUNCIL 
The Council has authorized publication of the following 
report. R. T. Stormont, M.D., Secretary. 


ANTABUSE® (DISULFIRAM) IN THE TREAT- 
MENT OF ALCOHOLISM 


Antabuse® is the registered trade name of Ayerst, McKenna, 
and Harrison, Ltd. for its brand of the purified chemical com- 
pound tetraethylthiuram disulfide. It is marketed in the form 
of scored tablets each containing 0.5 gm. for oral administration 
as an adjunct in the treatment of chronic alcoholism. The firm 
has not submitted the product for consideration by the Council 
although it has now become generally available on prescription 
following three years of intensive investigational trial in the 
United States and Canada. 

The drug was introduced from Denmark where, in 1948, its 
toxicity as a vermifuge was tested clinically by scientific execu- 
tives of the Danish firm, Medicinalco. This led to the chance 
observation that the drug produces highly unpleasant reactions 
when taken prior to ingestion of a moderate amount of alcoholic 
beverage. The drug has since been employed in Scandinavian 
countries and other parts of the world as an adjunct to the 
psychotherapeutic management of chronic alcoholism. The 
World Health Organization has adopted for the International 
Pharmacopoeia the generic name disulfiram to designate the 
compound tetraethylthiuram disulfide. 

Disulfiram interferes with “normal” metabolic degradation of 
alcohol in the body. Thus, the acetaldehyde concentration in 
the blood of patients receiving disulfiram is found to be sig- 
nificantly higher following ingestion of alcohol than that found 
when the same amount of alcohol is given to persons who have 
not received the drug. Correlation of the acetaldehyde level with 
the unpleasant symptoms that follow ingestion of alcohol in 
patients treated with disulfiram has been confirmed by observ- 
ing the effect intravenous administration of acetaldehyde has on 
untreated subjects. Perfusion experiments indicate that the prin- 
cipal effect of the drug is upon enzyme systems of the liver. It 
does not affect the rate of alcohol elimination from the body. 
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Disulfiram is slowly absorbed by, and subsequently slowly ex- 
creted from, the intestinal tract. It must be taken at least 12 
to 24 hours prior to a test dose of alcohol to produce the desired 
unpleasant effect. Only approximately 20% of a 2 gm. dose 
is excreted in the feces during the first two or three days follow- 
ing administration. Symptoms have followed the ingestion of 
alcohol seven to eight days after a single dose of 1.5 gm. of the 
drug, indicating that it has a prolonged effect. Disulfiram has 
not been found in the urine, and following administration of 
1.5 gm. no increase in the urinary sulfur/nitrogen ratio has been 
detected. The signs and symptoms following ingestion of alcohol 
by patients treated with disulfiram usually begin within 5 to 
15 minutes and in the following order: flushing, sweating, palpi- 
tations, dyspnea, hyperventilation, accelerated pulse rate, fall in 
systolic and diastolic blood pressure, nausea, and ultimately 
vomiting. Nausea generally is experienced 30 to 60 minutes after 
appearance of cardiovascular symptoms. Drowsiness follows, 
usually with complete recovery after sleep. The intensity and 
duration of symptoms during the reaction to alcohol depend 
on the dosage of disulfiram, the amount of alcohol taken, and 
the individual response. All types of alcoholic beverages (includ- 
ing alcoholic preparations misused as beverages) will produce a 
reaction in patients treated with disulfiram when the blood 
alcohol concentration is increased to as little as 5 to 10 mg. per 
100 cc. Symptoms are usually fully developed with a blood 
alcohol level of 50 mg. per 100 cc.; unconsciousness usually 
occurs when the alcohol level reaches 125 to 150 mg. per 100 
cc. Some patients with a history of tolerance to heavy consump- 
tion of alcohol who are placed on disulfiram therapy may at 
first take amounts of alcohol somewhat larger than the usual trial 
dose of 15 to 45 cc. of 100 proof whisky (or its equivalent) with- 
out experiencing severe malaise. Usually, in such cases, toler- 
ance to alcohol tends to disappear with continued administration 
of the drug. Prolonged therapy with disulfiram does not pro- 
duce tolerance to the drug, and the symptoms following the 
subsequent ingestion of alcohol are usually more acute the longer 
the drug is given. In the more severe cases, the reaction may 
persist for several hours or for as long as there is alcohol in 
the blood. 

The employment of disulfiram in the management of chronic 
alcoholism requires the consent and full knowledge of the pa- 
tient coupled with the application of psychotherapeutic meas- 
ures designed to rehabilitate the patient. It should be emphasized 
that disulfiram alone cannot be expected to remove the under- 
lying maladjustment; hospitalization, psychiatric care, and atten- 
tion to complicating disease are sometimes essential if the patient 
is to achieve emancipation from alcohol. Disulfiram serves 
primarily as a “sobering crutch” on which the alcoholic may 
lean while a sincere effort is made to remove the underlying 
desire for alcoholic intoxication. In this respect, it is similar in 
function to the use of drugs such as amphetamine which depress 
the appetite as an aid to the control of excessive food intake 
in obesity. Amphetamine and related cerebral stimulant drugs 
are sometimes employed also as adjuncts in the rehabilitation 
of chronic alcoholics to overcome associated depressive and 
anxiety states. The pleasant effect of such stimulants is in con- 
trast with the unpleasant reaction induced by means of di- 
sulfiram. 

Patients should not consume any alcoholic beverage for at 
least 24 hours before disulfiram therapy is initiated, and it is 
particularly important to withhold the drug when the patient is 
intoxicated. During this period every effort should be made to 
restore the patient to a normal physical condition, obtain a com- 
plete history (preferably in the presence of a friend or relative), 
and to inculcate the attitude that excessive use of alcohol re- 
quires treatment. If the risk of therapy with disulfiram is out- 
weighed by the seriousness of chronic alcoholism in any 
individual case, the patient should be placed on a suitable sched- 
ule of dosage adjusted to the smallest amount which will cause 
a slight flushing, slight increase of pulse rate, and mild dyspnea 
of 15 to 20 minutes duration following the ingestion of a single 
trial dose of alcohol. The patient should be kept under close 
observation during the initial stage of treatment. Physicians 
should become thoroughly familiar with the dosage of the drug 
and the alcohol test procedure before prescribing this form of 
therapy. If the patient reverts to the use of alcohol, 12 hours 
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from the last drink should elapse before therapy is resumed, ang 
this also should be under direct observation of the physician. 

The weekly or periodic type of drinker is considered more 
apt to relapse than the habitual or occasional drinker. It may 
be advisable to have such patients observe, at intervals, the 
reaction of another patient under treatment as a reminder of 
the unpleasant consequences of drinking. When there are relg- 
tive contraindications to the drug-alcohol reaction, the trial with 
alcohol should be eliminated. The effectiveness of disulfiram as 
a deterrent to drinking lies in creating fear of a reaction, not 
in the development of actual aversion to alcoholic beverages, 

Disulfiram is of low toxicity when used in the recommended 
dosage and no deaths have been reported which are attributable 
to the drug alone. Although there are no known absolute contra- 
indications to disulfiram, extreme caution in its use is necessary. 
The alcohol test is usually omitted if it is to be employed in 
the presence of the following conditions: diabetes mellitus, myo- 
cardial failure or coronary disease, pregnancy, goiter, epilepsy, 
cirrhosis of the liver, and chronic or acute nephritis. Similar 
caution should be exercised when addiction to narcotics is super- 
imposed on alcoholism. When sedation is required, strict super- 
vision is necessary to prevent the development of habituation to 
barbiturates as a substitute for alcoholism. There is also some 
evidence to indicate that disulfiram prolongs the action of bar- 
biturates so that it is best to avoid sedatives of this group, espe- 
cially the intravenous use of derivatives. Disulfiram should not 
be used in patients recently treated with paraldehyde; conversely, 
paraldehyde should not be given to patients treated with di- 
sulfiram. Disulfiram may produce a calming effect conducive to 
sleep that may lessen the need for sedative drugs. Some patients 
receiving disulfiram complain of mild drowsiness, fatigability, 
impotence, headache, or peripheral neuritis, but such symptoms 
tend to subside with continuation of the drug at a reduced dosage. 
Because neurologic changes have been observed in animals and 
toxic psychoses have been observed with larger doses in human 
beings, it is important to keep the initial dosage at 0.5 gm. or 
less for the first two or three weeks, and not to exceed the rec- 
ommended maintenance dosage of 0.25 gm. daily. If drowsiness 
or impairment of mental acuity occurs, the dosage should be 
decreased. Rare instances of skin eruption following disulfiram 
have been reported, but such adverse effects can usually be con- 
trolled by the concomitant administration of one of the anti- 
histaminic drugs. The alcohol test must not be given to patients 
with myocardial failure, coronary disease, or pregnancy and is 
not recommended for patients over 50 years of age. 

Unduly severe and alarming reactions to alcohol in patients 
on disulfiram therapy have been reported. These reactions have 
consisted chiefly of cardiovascular complications involving an 
unusual fall in blood pressure, cardiac arrhythmia, electrocardio- 
graphic evidence of myocardial ischemia, and even myocardial 
infarction. Usually these have been caused by excessive trial 
doses of alcohol or by surrepetitious drinking during the initial 
stages of treatment. This emphasizes the importance of continu- 
ous medical supervision. Physicians should warn the patient 
against drinking during treatment and instruct relatives concern- 
ing the danger of secret administration of the drug because of 
the consequences of overdosage or the exaggerated effect of the 
drug in the presence of intoxication. Measures which have been 
suggested to control or lessen the severity of alarming reactions 
include the intravenous and oral administration of ascorbic acid 
in doses of 1 gm., inhalation of oxygen or a mixture of 95% 
oxygen and 5% carbon dioxide, and parenteral administration 
of ephedrine sulfate. It also has been suggested that every pa- 
tient under treatment should carry an identification card to that 
effect, indicating the symptoms most likely to. occur following 
consumption of alcohol, together with the name of the physician 
or institution to be called in case of emergency. Recently, it has 
been reported that physicians should be on guard against severe 
personality changes which may be encountered as a concomitant 
of the sudden withdrawal of alcohol imposed by disulfiram, 
particularly when the drug is administered against the wishes 
of the patient. 

Physicians who are unwilling or unable to institute other 
appropriate measures for the physical, emotional, and social 
rehabilitation of the alcoholic should not prescribe the drug. 
Likewise, patients who are unwilling, or for reasons beyond the 
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effect of the drug are unable, to cooperate should not be placed 
on therapy with disulfiram. Without a sincere desire to stop 
drinking and to follow the treatment as‘prescribed by the phy- 
sician, the drug alone provides little chance for a cure. In such 
circumstances it may do more harm than good. As with other 
aids in the management of chronic alcoholism, ultimate success 
depends on correction of the underlying maladjustment of the 
individual. It is concluded that disulfiram may become estab- 
lished as a useful adjunct in the management of selected and 
adequately supervised cases of chronic alcoholism. 


NEW AND NONOFFICIAL REMEDIES 


The following additional article has been accepted as con- 
forming to the rules of the Council on Pharmacy and Chemistry 
of the American Medical Association for admission to New 
and Nonofficial Remedies. A copy of the rules on which the 
Council bases its action will be sent on application. 


R. T. Stormont, M.D., Secretary. 


Ethyl Biscoumacetate.—Tromexan Ethyl Acetate (Geigy).— 
C»HwOs.—M.W. 408.35.—3,3'-Carboxymethylene bis-(4-hy- 
droxycoumarin) ethyl ester.—The structural formula of ethyl 
biscoumacetate may be represented as follows: 
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Actions and Uses.—Ethyl biscoumacetate is a synthetic 
derivative of bishydroxycoumarin and similarly produces anti- 
coagulant action by lengthening the prothrombin time through 
reduction of the prothrombin concentration of the blood. See 
the monograph on Bishydroxycoumarin. 

Ethyl biscoumacetate is effective orally, alone, or as an adjunct 
to heparin sodium, for the prevention and treatment of condi- 
tions characterized or complicated by intravascular clotting. 
Compared with bishydroxycoumarin, ethyl biscoumacetate pos- 
sesses the advantages of more rapid absorption, action, detoxi- 
fication, and excretion, as well as shorter action and reduced 
cumulative effect. These properties provide greater safety. Re- 
duced cumulative effect does not imply complete freedom from 
the danger of cumulative action inherent in the use of internal 
anticoagulants. Physicians must guard carefully against over- 
dosage to avoid the development of hemorrhagic complications. 
The drug is contraindicated in the presence of hemorrhagic 
diathesis and should be used with caution in patients with im- 
paired hepatic or renal function. 

Dosage.—1.5 gm. orally at once or in divided doses, is rec- 
ommended as the average adult dose for the initial 24-hour 
period of treatment; subsequently, adults usually require 0.6 
to 0.9 gm. each day. With these amounts a therapeutic degree 
of hypoprothrombinemia is usually achieved within 18 to 24 
hours. A more even prothrombin level may be maintained by 
administering the total daily amount in divided doses. In patients 
with impaired hepatic or renal function, or in whom an exag- 
gerated response is anticipated, a smaller than average initial 
dose is advisable. Following the initial dosage, maintenance 
deses should be regulated by the results of blood prothrombin 
determinations. When anticoagulant therapy is used in the hos- 
pital or for ambulatory patients, the need for close supervision 
with frequent determinations of the prothrombin time is essen- 
tial; for most purposes it is customary to prolong the prothrom- 
bin time to two or two and one-half times the normal. Daily 
determinations should be made during the first several days of 
treatment to determine the safe and effective dosage for each 
patient. Thereafter, determinations on alternate days or once or 
twice weekly may be sufficient. Prothrombin levels of 30 to 
50% are considered satisfactory by some investigators; values 
below 10 to 15% are within the danger zone. It is customary 
to maintain a prothrombin time of 35 seconds, but when this is 
exceeded, the dosage should be reduced. When the situation 
requires more prompt anticoagulant effect than can be obtained 
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by use of ethyl biscoumacetate alone, an initial injection of 
heparin sodium may be administered to institute therapy. 

The action of the drug may be enhanced by the administra- 
tion of salicylates which depress the prothrombin level. Over- 
dosage should be treated by prompt withdrawal of the drug, 
intravenous administration of vitamin K, and repeated trans- 
fusions of fresh, whole, citrated blood or plasma until the pro- 
thrombin level returns to a safe concentration. Elevations of 
prothrombin time to 75 seconds not associated with hemorrhage 
usually return to a near normal range within 12 to 24 hours by 
prompt withdrawal of the drug only. 


Tests and Standards.— 


Physical Properties: Ethyl biscoumacetate is a white, odorless, bitter, 
crystalline solid which melts between 177 and 182°. Another form of the 
solid exists which melts between 154 and 157°. It is soluble in acetone and 
benzene, slightly soluble in alcohol and ether, and insoluble in water. 

Identity Tests: Dissolve 25 mg. of ethyl biscoumacetate in 5 mi. of 
alcohol. Add 0.5 ml. of ferric chloride T.S.: the solution turns reddish 
brown. 

To 50 mg. of ethyl biscoumacetate, add 3 ml. of sulfuric acid and heat: 
the solution turns orange. Add 2 drops of the orange solution to two 
5 ml. portions of water. To one portion, add 5 ml. of 2 N sodium hydrox- 
ide: the solution turns yellow on standing. To the other portion, add 5 ml. 
of 2 N ammonium hydroxide: no color change occurs. 

To 0.2 gm. of ethyl biscoumacetate, add 2 ml. of 2 N sodium hydroxide. 
Allow to stand for 1 hour. Add 4 drops of iodine T.S.: the odor of 
iodoform is noticeable. 

Purity Tests: Add 0.5 gm. of ethyl biscoumacetate to a tared 15 ml. 
centrifuge tube. Add 10 ml. of 2 N ammonium hydroxide and stir the 
contents with a finely pointed stirring rod. Centrifuge the tube for 5 min. 
at about 4000 rpm. Pour off the solution and remove the remains of the 
solution from the walls of the vessel with filter paper. Add 3 ml. of 
2 N ammonium hydroxide and 3 mi. of water to the precipitate, stir the 
contents and centrifuge. Finally, wash with water in the same manner. Dry 
the tube with the precipitate at 105° for 2 hours. Cool and weigh: the 
residue of 3,3’-carboxymethylene bis-(4-epoxycoumarin) ethyl acetate is less 
than 1.4%. 

Estimate the amount of 3,3’-carboxymethylene bis-(4-hydroxycoumarin) 
present by subtracting from 100% the sum of the percentages of 3,3’-car- 
boxymethylene bis-(4-epoxycoumarin) and of ethyl biscoumacetate as de- 
termined in the assay, which is described later 

Dry about 0.5 gm. of ethyl biscoumacetate at 105° for 4 hours: the loss 
in weight is not more than 0.3%. 

Ignite about 0.5 gm. of ethyl biscoumacetate: the amount of residue 
does not exceed 0.19%. 

Assay: Add 10 ml. of 2 N sodium carbonate and 40 ml. of water to 
0.8 gm. of ethyl biscoumacetate and stir for 5 min. Filter with the aid 
of suction through a fritted glass filter and wash the precipitate with three 
10 ml. portions of water. Transfer the filtrate to a 250 ml. round-bottomed 
flask, rinsing the suction flask with 20 ml. of water. Add 25 ml. of about 
10 N sodium hydroxide and add porous boiling chips. Connect the flask 
to an inverted U-tube by means of a ground-glass joint. Join the other 
end of the U-tube to a condenser by means of a ground-glass joint or 
seal them together. Distil about 95 ml. of the solution over a period of 
1.5 hours into a 100 ml. volumetric flask cooled in an ice-water mixture. 
Adjust the volume to 100 ml. with water. Pipet 25 ml. of the distillate and 
25 ml. of 0.1 N potassium dichromate into an Erlenmeyer flask. Attach a 
short water condenser, preferably by means of a ground-glass joint, and 
cool the flask in an ice-water mixture. Slowly add 25 ml. of sulfuric acid 
through the condenser and warm the flask for 30 min. on a steam bath. 
Cool the flask, and rinse the condenser and sides of the flask with 100 
ml. of water. Add 25 ml. of 0.5 N potassium iodide and allow it to stand 
in the dark for 5 min. Titrate the solution with 0.1 N sodium thiosulfate, 
using freshly prepared starch-potassium iodide T.S. as an indicator. Toward 
the end of the titration, add the sodium thiosulfate slowly with vigorous 
Stirring to a pale blue endpoint. Each milliliter of 0.1 N potassium 
dichromate consumed is equivalent to 0.1021 gm. of ethyl biscoumacetate. 
The amount of ethyl biscoumacetate present is between 96.0 and 100.0%. 


Dosage Forms of Ethyl Biscoumacetate 

Tasiets. Identity Tests: To an amount of powdered tablets equivalent 
to about 0.5 gm. of ethyl biscoumacetate, add 50 ml. of acetone. Warm 
the mixture and cool. Filter and distil the acetone from the filtrate. Dry 
the residue at 105° for 15 min. The residue responds to the identity tests 
in the monograph for Ethyl Biscournacetate. 

Assay: (Ethyl Biscoumacetate) To an amount of powdered tablets 
equivalent to about 0.8 gm. of ethyl biscoumacetate, add 50 ml. of acetone. 
Warm the mixture and cool it. Filter the mixture through a fritted glass 
filter and wash the residue with four 10 ml. portions of acetone. Distil 
the acetone from the filtrate and dry the residue at 105° for 15 min. 
Proceed with the assay as directed in the monograph for Ethyl Biscoum- 
acetate. Each milliliter of 0.1 N potassium dichromate consumed is 
equivalent to 0.01021 gm. of ethyl biscoumacetate. The amount of ethyl 
biscoumacetate present is between 94.0 and 105.0% of the labeled amount, 


Geigy Company, Inc., New York 


Tablets Tromexan Ethyl Acetate: 0.15 gm. and 0.3 gm. U. S. 
Patents 2,482,510, 2,482,511, and 2,482,512. 
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IMMUNIZATION AGAINST POLIOMYELITIS 


Recent advances in the laboratory seem to offer 
encouragement that preventive measures against polio- 
myelitis may soon be forthcoming. Identification of the 
poliomyelitis virus heretofore has been contingent on 
three criteria: host range, neutralization tests, and cross 
protection tests. These tests have led to the recognition 
of at least three broad types of poliomyelitis virus, the 
Lansing, the Brunhilde, and the Leon strains. Comple- 
ment-fixation tests have been described, but the com- 
plement antibody response appears to be transient in 
both animal and human infections; thus a positive test 
would suggest a current or recent infection while a nega- 
tive one would indicate either no exposure or infection 
in the remote past.' Recently developed methods of 
growing the poliomyelitis virus in cultures of neural and 
non-neural tissues both of human beings and of labora- 
tory animals * provide a means for recognition in vitro of 
the virus and for a study of its cytopathogenic effect.* 
The technique, which permits isolation of the virus from 
patients or animals for serologic tests * and for the prep- 
aration of vaccine grown on homologous non-neural * 
tissue, appears to be useful for studies on the metabolic 
requirements of the virus that may lead to the introduc- 
tion of a successful chemotherapeutic agent.° 
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Current studies support the belief that the alimentary 
tract is the main natural portal of entry of the polio- 
myeiitis virus and that propagation may occur outside 
the nervous system. When nonimmune monkeys are fed 
poliomyelitis virus, serum antibodies appear in the blood 
7 to 10 days later whether or not paralysis develops. 
Furthermore, virus can be isolated from the stools of 
symptomless human carriers or of nonimmune animals 
for many days after oral or intramuscular inoculation of 
the virus. Opinion has varied, however, as to whether 
the virus reaches the central nervous system via the 
peripheral nerves or via the blood stream. Indirect evi- 
dence for the neural route was the fact that until recently 
viremia had been demonstrated only once in human 
poliomyelitis and only occasionally in monkeys, late in 
the experimentally produced disease. Horstmann * has, 
however, succeeded in isolating the virus from the blood 
of orally infected monkeys and chimpanzees between the 
third and seventh day after virus ingestion, before paraly- 
sis occurs and before antibodies appear in the blood. 
This suggests that after a period of propagation in the 
alimentary tract, the virus may enter the blood stream 
and thus reach the central nervous system. If these find- 
ings are confirmed in studies on human beings, it will be 
important to discover what determines actual invasion of 
the central nervous system and what can be done to pre- 
vent such invasion. 

Prevention of the transmission of poliomyelitis virus 
is complicated by the fact that symptomless carriers and 
nonparalytic cases constitute most of the sources of virus 
in the population. As with most other virus infections, 
chemotherapy has as yet proved disappointing. At pres- 
ent, therefore, hope for the control of poliomyelitis 
appears to lie in immunization. Passive immunization 
involving no virus offers the advantage of safety but pro- 
vides only transient protection. It has been successfully 
carried out in animals with large doses of convalescent 
serum or of gamma globulin, which is rich in antibodies 
to the three known strains of poliomyelitis.* A few ex- 
periments on passive immunization of man have been re- 
ported °; however, evaluation of the procedure is com- 
plicated, because even in epidemics the attack rate is 
so low that it is difficult to obtain statistically significant 
data. In addition, the effective antibody dose for man is 
not known. 

The possibility that passive immunization coincident 
with exposure to poliomyelitis may permit stimulation of 
body defenses under relatively controlled conditions is 
supported by recent animal experiments.'® Monkeys and 
chimpanzees passively immunized with gamma globulin 
at the time of being fed virus show a delayed active anti- 
body response, the response being somewhat less than 
that occurring in unmodified infections. Preliminary 
human studies were recently initiated in Utah, young vol- 
unteers being given gamma globulin during the polio- 
myelitis season with a view to modifying naturally ac- 
quired infections without interfering with the develop- 
ment of a permanent immunity.'' Results of this test have 
not been fully analyzed, and any conclusions will have 
to await an augmented series of experiments. 

Active immunization appears to be a promising way 
of controlling poliomyelitis. The fact that poliomyelitis 
is almost exclusively a disease of children, except in pre- 
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viously unexposed populations, suggest that clinical or 
subclinical attacks may confer a lasting immunity. This is 
supported by recent studies indicating that naturally 
acquired Lansing type neutralizing antibodies persist in 
the blood stream for a long period of time '* and that 
second attacks of poliomyelitis result from reinfection 
with a virus of an antigenic type different from that pro- 
ducing the first attack.'* Since the incidence of fatal or 
paralytic poliomyelitis is actually quite small, any method 
of active immunization would have to be extremely safe 
for parents to be willing to submit their children for vacci- 
nation. Furthermore, since cross immunity does not occur 
between the three known types of virus, a polyvalent 
vaccine would be required unless a heterotropic strain 
of virus that would induce antibody formation against 
other strains becomes available. Killed vaccines have 
offered considerable protection in laboratory animals,'* 
but their protective ability in man remains to be demon- 
strated. Recently a Lansing virus adapted by transmission 
in laboratory animals into a strain nonvirulent for mon- 
keys was fed to 20 volunteers.'® In most of the subjects, 
virus could be isolated from the stools later than four 
days after ingestion, which suggests that an active carrier 
state was established, and type specific antibodies ap- 
peared in the blood of all of the nonimmune volun- 
teers. In no instance were any signs or symptoms of ill- 
ness noted. Twelve of the volunteers were fed the virus 
on one or more occasions shortly after the initial feeding. 
In 10 an intestinal carrier state or rise in antibody level 
did not occur; in 2, reestablishment of the carrier state 
occurred on two and three occasions respectively, in 
some instances being accompanied by a rise in antibody 
level. No carrier state occurred, however, when the two 
subjects were again fed the virus about six months later. 
This preliminary study appears to support animal ex- 
periments.'® However, more extensive studies will have 
to be undertaken to determine whether oral administra- 
tion of live vaccine is a safe procedure for inducing suf- 
ficient serologic immunity to check central nervous sys- 
tem invasion. 

Should further work substantiate the results of ex- 
perimental studies so far pursued, it appears possible 
that immunological methods may provide a means of 
poliomyelitis control. 


MEETING OF WORLD MEDICAL ASSOCIATION 


The Sixth General Assembly of the World Medical 
Association will be held in Athens, Greece, Oct. 12-16, 
1952, and will be followed on Oct. 17 by a meeting of 
the medical editors of the world. The program will deal 
with questions regarding medical education, social secur- 
ity, and coordination with other international groups. A 
scientific section is also being planned. The social pro- 
gram will include tours of both the modern and the 
ancient parts of Greece. The Greek committee desires 
an estimate of the number of hotel rooms to reserve. 
Although voting members of the assembly are restricted 
to two from each national member association, all mem- 
bers of the United States committee are entitled to attend. 
Details concerning the assembly can be obtained from 
Dr. Louis H. Bauer, Secretary of the World Medical 
Association, 2 East 103rd Street, New York 29, N. Y. 
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CORTISONE AND ACTH IN ALOPECIA 
AREATA AND TOTALIS 


Alopecia areata is one of the most disfiguring and 
least well understood of all types of baldness. Its sudden 
onset in either sex, and at any age, its tendency toward 
remissions and relapses, and its bizarre morphology, char- 
acterized by the irregular distribution of circular patches 
of alopecia over the scalp and body, or by total alopecia, 
have never been satisfactorily explained. Many factors 
have been blamed, including psychic and physical trau- 
ma, reflex irritation, various toxins and infections, and 
endocrine disturbances, but there is no statistical proof 
that any of them is more than coincidental. In many pa- 
tients none of these factors is demonstrable. 

Moreover, no consistently effective method of treat- 
ment has been devised. Several measures are claimed to 
be of benefit in the localized form of the disease, but 
proof of their value, in the form of controlled therapeutic 
experiments, is not available. Since spontaneous re- 
growth of hair occurs in the majority of patients within 
six months to a year after the first attack of the disease, 
any treatment that is used during this period is given 
credit for the regrowth; however, none of these measures 
is effective in the generalized form of the disease. Most 
patients with alopecia totalis originating as alopecia 
areata remain permanently bald after a few episodes of 
temporary regrowth of hair. 

Much experimental work remains to be done before 
a Clear idea of the pathogenesis of alopecia areata can be 
obtained or before satisfactory therapy can be developed. 
A study that may eventually shed light on the problem 
was recently reported by Dillaha and Rothman of the 
University of Chicago.' These workers gave cortisone 
orally to patients with the generalized form of the disease 
and obtained striking regrowth of scalp and body hair in 
three-fourths of the subjects. The results of the original 
study have been confirmed in a larger series of patients, 
and similar results have been obtained with corticotropin 
(ACTH) by Wilson of Vancouver, B. C.* The cortisone 
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study was based on previous observations * that alopecia 
areata, like rheumatoid arthritis, sometimes undergoes 
complete remission during pregnancy when the secretion 
of corticotropin and cortisone is increased. After unsuc- 
cessful trials with the usual short courses of cortisone, 
the University of Chicago workers found that regrowth 
of hair occurred regularly after three or four weeks of 
therapy. The hair continued to grow as long as adequate 
doses of cortisone were given but began to fall out again 
when the dose was reduced below a critical level that 
varied with the patient and with the activity of the disease. 
With continuous low dosage therapy hair growth has now 
been maintained in a number of patients for 6 to 10 
months, but relapse has occurred in other patients who 
were unable to tolerate the maintenance dose required. 
Patients not responding initially were those whose alo- 
pecia began or was active at the time of puberty, suggest- 
ing that the hormonal changes occurring at that time ag- 
gravate the disease process. It is known that the prognosis 
of alopecia areata is worse when the onset occurs before 
puberty than when it occurs afterward.** Patients with 
alopecia of many years’ duration would not be expected 
to respond to therapy, since irreversible atrophy of hair 
follicles may eventually occur. 

It is not yet known whether permanent remissions can 
be obtained by this method nor whether long-term main- 
tenance therapy with its potentiality for harmful side- 
effects is advisable in any but the smallest doses, in a 
disease that does not affect the general health. Until these 
questions can be answered, the administration of corti- 
sone and corticotropin in alopecia areata must be regard- 
ed as a research procedure. Moreover the popular clamor 
for the use of these hormones in ordinary male baldness 
should be discouraged, since there is no evidence that 
they have any effect in this condition. 


EDUCATIONAL TELEVISION CHANNELS 


The growth of television since 1948 has been phe- 
nomenal. There are now 108 stations in 63 communities, 
mostly urban, and it is estimated that there are at least 17 
million receiving sets in operation. In many communities, 
television audiences now exceed radio audiences, except 
when some unusual event on radio reverses the trend. 
These facts have profoundly influenced advertising pol- 
icies and are affecting educational broadcasting. 

The recent order of the Federal Communications 
Commission lifting the so-called freeze on ultra high fre- 
quency (UHF) television channels as of April 14, 1952, 
will result in even more amazing developments. These 
UHF channels will not become available immediately 
for a number of reasons. To begin with, the commission 
is authorizing new stations only at a relatively slow rate 
for the present, although in 1953 it is expected that a 
large number of licenses will be granted. On the first 
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business day after the lifting of the freeze, the FCC re- 
ceived 1,000 applications before the morning had passed. 

These new channels will be allotted first to commy- 
nities now having no television and then in succession to 
other areas in order of the number of stations. Areas like 
New York, with its existing nine channels, Chicago with 
four, Los Angeles with five, and other major centers wil] 
receive their new channel allocations last. 

A feature of the new FCC order, which is of special 
interest to medical societies, is the provision for so-called 
education channels. Each community where agencies 
exist that might be expected to utilize a television channel 
will receive an initial allocation of one channel to be used 
exclusively for educational purposes. This is an initial 
and not a permanent allotment; if educational institu- 
tions do got take steps to utilize this channel by apply- 
ing for a license and showing evidence of financial and 
programming capacities, the commission may allot this 
channel for commercial use. Once it is gone, it is gone 
forever. As Chicago commentator Clifton Utley stated in 
a discussion of this subject, ““The bus passes once.” 

The American Medical Association was early in the 
field with radio and has maintained leadership in this re- 
gard ever since with many nationwide broadcasts, special 
events broadcasts from annual and clinical sessions, and 
the most extensive health transcription service in exist- 
ence. The A. M. A. also participated in experimental 
television in Chicago from its beginning. The Bureau of 
Health Education has developed a handbook on tele- 
vision, and it held the only nationwide meeting on health 
education in television in New York, in October, 1951. 
The Association has had several nationwide telecasts. 
A number of local medical societies have entered the tele- 
vision field successfully. Television is by nature a local 
medium, especially in its educational phases. The time 
may come when educational stations can be linked by net- 
work facilities, but in the beginning educational television 
stations will necessarily be local, and programming, 
therefore, must also be local. 

The time is now opportune for the formation of local 
groups to preempt the available educational channels 
while there is yet time. Television is an extremely expen- 
sive medium. Counting all the necessary personnel, such 
as camera men, floor directors, electricians, scene setters, 
producers, timers, switchers, and personnel connected 
with control rooms and microphone control on the floor, 
it takes from 12 to 18 persons to bring to the television 
screen as simple a program as a newscast, which may 
show only an announcer. The equivalent program in 
radio would require a total of perhaps three to five per- 
sons. It is therefore extremely unlikely that any educa- 
tional institutions, except large universities and public 
school systems, will be able alone to maintain educational 
telecasting. It will probably be necessary to have a com- 
munity group, probably formed into a corporation, in 
which universities and other community groups inter- 
ested in health will participate financially and in pro- 
gramming. This is already happening in some areas. 

If medicine is to have its place in educational tele- 
vision, state and local medical societies will need to act 
now to ally themselves with these agencies or even to 
stimulate development of local organizations in order to 
insure a voice and a picture on television. 
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Of all criminals, the worst, in my opinion, are those who 
prey on sick and suffering persons. The quack robs his victims 
by accepting payment for treatment he knows is worthless. He 
exploits their natural fears by “diagnosing” illness, even when 
it is not present, and then guaranteeing a “cure” for a price. 
If the patient is seriously ill, the quack is actually a murderer. 
By continuing his worthless treatment and providing false hope, 
he prevents the patient from seeking proper attention until it 
is too late. 

The American Medical Association throughout its history has 
fought these charlatans and the nostrums they employ. Its atten- 
tion was first centered on the brisk traffic in secret remedies, 
which was widespread at the time the Association was organ- 
ized in 1847. I have previously described the pioneering work of 
our Council on Pharmacy and Chemistry in testing and evaluat- 
ing drugs—which work has been responsible, together with the 
activities of the Federal Food and Drug Administration, in 
bringing order out of the chaos that existed in the drug field. 
I have also described the efforts of our Council on Medical 
Education and Hospitals to raise standards of education and 
licensure so that incompetent persons are not 
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million dollars in damages. With the exception of one case, the 
suits that have been brought to trial have been unsuccessful. 
In the exception, damages in the amount of only one cent were 
awarded! It is a frequent practice of quacks to announce to the 
press that they are going to sue for some astronomical sum in 
order to vindicate themselves. In most of these cases, after the 
plaintiffs have garnered their newspaper clippings, nothing more 
is heard of the suit. 

In addition to answering letters, the Bureau disseminates in- 
formation to the public by assisting newspapers and magazines 
in preparing articles on quackery. In the past year, for example, 
several writers for national magazines have obtained pertinent 
data for stories on quacks and faddists. The Bureau also has 
assisted metropolitan newspapers with series of articles expos- 
ing various charlatans operating in the cities they serve. Re- 
sponsible publications often consult the Bureau about question- 
able medical advertising that they are asked to accept. 

As the Bureau compiles material on various charlatans, medi- 
cal fads, and nostrums, it publishes reports to the profession in 
THE JOURNAL. These are sometimes reprinted in pamphlet form. 
All such information is made readily avail- 
able to other groups wishing to use it; for 





allowed to practice medicine. No matter how 
well-regulated and scrupulous the production 
and distribution of drugs ard devices may be, 
however, and no matter how strict is licen- 
sure for the practice of the healing arts, there 
are always quacks and charlatans who evade 
rules and regulations and profit from their 
trade in human misery. For this reason the 
A. M. A. has, since 1906, operated a sort of 
medical FBI, the Association’s Bureau of 
Investigation. 

This bureau is headed by a lawyer who is 
a trained investigator. It is charged with the 
responsibility of uncovering quacks, medical 
fads, and fraudulent treatments and expos- 
ing them by educational and informational 
methods. More than half a million index 
cards are the keys to the voluminous files of 
the Bureau, which cover many thousands of 
subjects. These include information on per- 
sons, their schemes, products and careers, 
who form the unscrupulous and unscientific 
side of medicine and healing. The Bureau of Investigation com- 
piles these records in several ways. It conducts original investi- 
gations. It receives information from federal sources such as 
the Food and Drug Administration, Post Office Department, 
and Federal Trade Commission. State licensing boards and state 
and municipal boards of health regularly submit data. Some 
information is received from individual physicians and the gen- 
eral public. The various reports are cross indexed in several 
different ways, for often a quack will be forced to leave one 
state only to set up practice in another state under another name. 
He may even switch his line from cancer “cures” to treatments 
for anemia or “that tired feeling.” Like other criminals, how- 
ever, medical charlatans have certain behavior patterns and can 
often be identified by them. 

Since the Bureau serves as a national clearinghouse for in- 
formation on pseudo-medicine, it receives thousands of inquiries 
every year. Answering these letters is the chief way in which 
the Bureau disseminates its data. Letters are received from phy- 
sicians, from law enforcement officials, from better business 
bureaus, and from victimized persons or their friends and 
relatives. . 

The Bureau does not itself prosecute quacks, but it frequently 
provides the necessary evidence that leads to conviction. The 
A. M. A. consequently has, over the years, been sued for several 








example, much of the material in the Bet- 
ter Business Bureau’s excellent new booklet 
“Facts About Health Cures” was supplied by 
the A. M. A. This has received wide distri- 
bution. 

In cooperation with A. M. A.’s Bureau of 
Exhibits, the Bureau of Investigation has pre- 
pared a fascinating exhibit on mechanical 
quackery. It includes a “radioclast,” a com- 
plicated machine with many dials and lights 
that is a favorite of some chiropractors for 
both “diagnosing” and “treating” disease; the 
Vrilium tube, which was once used by prom- 
inent Chicago politicians as a “health charm”; 
and other worthless devices. This exhibit is 
shown at A. M. A. meetings and is available 
on a loan basis for other medical meetings, 
state fairs, and conventions. 

The Bureau always appreciates an “assist” 
from individual physicians in its educational 
efforts. It will gladly provide material for 
talks on quackery and has both a film strip and lantern slides 
available to illustrate such speeches. The subject is entertaining 
as well as educational and is a welcome topic for presentation 
before service clubs and other organizations. 

Physicians can also assist the Bureau by reporting any sus- 
picious practitioners in their locality. Often the Bureau can pro- 
vide information about the quack that the county medical society 
can then turn over to local law enforcement officials. If the 
Bureau has no information on the quack as yet, the report is a 
valuable addition to its files. 

As physicians, we are vitally concerned with the health of 
the people in our communities. We can promote their health 
by support of sound health education programs in the schools, 
by authentic health columns in local papers, and by talks on 
medical subjects before civic organizations. Sound health edu- 
cation is preventive medicine against quacks and against self- 
doctoring with patent remedies. In addition to such positive 
action, the medical profession has a responsibility to expose 
charlatans and to make efforts, through proper law enforcement 
channels, to put them out of business. The Bureau of Investiga- 
tion of the American Medical Association is anxious to help 
any physician or medical society in such efforts. 





JOHN W. CLingE, M.D., San Francisco. 
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COMMITTEE ON LEGISLATION 


At its meeting on March 22, 1952, the Committee on Legis- 
lation of the American Medical Association took final action 
on 16 different legislative proposals, recommending either ap- 
proval or disapproval. All of the recommendations of the Com- 
mittee were accepted by the Executive Committee of the Board 
of Trustees on April 14, 1952. Following is a brief résumé of 
the measures proposed by the 82d Congress and considered by 
the Committee, with the position of the Association in each 


instance. C. JosepH STETLER, Secretary ' 
Committee on Legislation. 
S. 2247 

Introduced by Senator Lehman of New York and referred to 
the Senate Committee on Labor and Public Welfare. 

Digest of Bill—The bill would amend the Public Health Serv- 
ice Act to enable the Surgeon General to provide monetary 
grants to states and other local political subdivisions to main- 
tain outpatient services in hospitals and health centers for the 
detection and treatment of disease. The bill would also sub- 
sidize home-care service and community planning for the am- 
bulatory sick, as well as for demonstrations and the training 
of personnel. 

Association Position.—At its meeting on Dec. 4, 1951, the 
Committee voted opposition to this bill but referred it to the 
Council on Medical Service for further study and report. 

After receiving the report of the Council on Medical Service, 
the Committee voted to sustain its original position on this bill 
because, if enacted, it would tend to extend the functions of 
governmental public health units into the general medical care 
field. The bill is not in accord with the principles of the Ameri- 
can Medical Association in that: 1. There is no provision requir- 
ing that economic need be shown to exist by individuals and the 
states before assistance is extended or before grants are made. 
2. No definitions are provided as to the medical services to be 
provided. 3. The biil includes early detection programs such 
as are now being carried on by various organizations. 4. The 
Surgeon General of the United States Public Health Service 
could extend his field in regard to local health activities in al- 
most any direction and still remain within the provisions of 
the bill. 


S. 2409 


Introduced by Senator Neely of West Virginia and referred 
to the Senate Committee on Labor and Public Welfare. 


Digest of Bill—The bill would authorize the President to 
mobilize a group of outstanding experts and to coordinate and 
use their services in an effort to discover means of curing and 
preventing cancer. An initial appropriation in the amount of 
100 million dollars would be authorized by the bill for this 
program. 

Association Position—The Association opposes this bill be- 
cause of its belief that the system proposed would be ineffective 
in discovering a cure for cancer. 

A large part of the funds and research efforts of individuals, 
private institutions, and governmenj agencies is being directed 
to the detection of the causes of and a cure for cancer. It does 
not appear, therefore, that the creation of a new governmental 
research agency in this field would expedite the accomplishment 
of the desired results. 


S. 2465 (identical bill: H. R. 5892) 


Introduced by Senator Johnson of Colorado and referred to 
the Senate Committee on Finance. 


Digest of Bills —The bills would amend Veterans Regula- 
tions no. 1 (a) to establish a rebuttable presumption of service 
connection for active tuberculosis, psychosis, and multiple sclero- 
sis developing a 10% or more degree of disability within three 
years after separation from active service. 


Association Position.—The Association opposes the bills be- 
cause they represent another effort to further liberalize existing 
Veterans Administration regulations regarding the presumption 
of service connection. 

The continuation of such a policy of liberalization will not 
only result in a distortion of the theory on which compensation 
benefits are based but will also result in the extension of hos- 
pitalization and medical care benefits to veterans with disabili- 
ties that are in actuality not service connected, regardless of 
their ability to pay for such care from private sources. 


S. 2705 (identical or similar bills: H. R. 6213, H. R. 6750, 
H. R. 6751, H. R. 6752, and H. R. 6753) 


Introduced by Senator Lehman of New York and referred to 
the Senate Committee on Finance. 

Digest of Bills——The bills would amend the Social Security 
Act so as to (a) provide Old-Age and Survivors’ Insurance bene- 
fits for approximately 11 million additional persons, consisting 
of farm owners and workers, domestic employees, members 
of the armed forces, and certain government employees (self- 
employed physicians and certain other professional persons 
would not be included); (6) increase Old-Age and Survivors’ In- 
surance benefits approximately 35%; (c) raise taxable wages 
from $3,600 maximum to $6,000; (d) increase employer and 
employee tax to 4% each by 1961 (self-employed, 514%); (e) 
provide permanent and total disability and temporary cash sick- 
ness benefits; and (f) provide a broad rehabilitation program 
for social security beneficiaries. The rehabilitation program pro- 
vided by the bill would authorize the federal subsidization of 
state plans without matching funds. 

Association Position—The Association opposes these bills. 
The broad provisions with respect to increased benefits under 
the Old-Age and Survivors’ Insurance provisions of the Social 
Security Act, the extension of coverage, and the increase in pay- 
roll taxes do not have primary medical implications, and there- 
fore the Association has not taken a position with respect 
thereto. However, the absence of a positive position on these 
provisions should not be interpreted as an endorsement of them 
by the Association. 

The Association is definitely opposed to the proposed amend- 
ments to the Social Security Act providing for permanent and 
total disability and cash sickness benefits and a broad rehabilita- 
tive program for Social Security beneficiaries. 

The initiation of a federal disability benefit program would 
represent a major step toward the wholesale nationalization of 
medical care and the socialization of the practice of medicine. 
The provisions in these bills regarding disability certification 
would establish an inferior type of physician-patient relationship, 
which, along with the entire program, would undoubtedly result 
in a deterioration of medical care. 


S. 2714 


Introduced by Senator Murray of Montana and referred to 
the Senate Committee on Labor and Public Welfare. 

Digest of Bill—The bill would authorize the expenditure of 
federal funds to states on a matching basis for industrial safety 
programs. The amounts payable to the various states would be 
based on population, the number of wage earners, special in- 
dustrial hazards, the area of protection, the cost of state ad- 
ministration, and the financial needs of the states. 

The Secretary of Labor would be charged with the responsi- 
bility for administering the program and for passing on the 
acceptability of state industrial safety plans. 

Association Position —The Association opposed this bill for 
the following reasons: 1. A program such as this should be 
under the United States Public Health Service rather than the 
Departmeat of Labor. 2. The bill gives undue power to a fed- 
eral agency. 3. It is not possible to separate safety measures 
from industrial medicine. 4. Complete administrative control 
is vested in the federal government. 
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§, 2731 (identical bill: H. R. 6724) 

Introduced by Senator Russell of Georgia and referred to the 
Senate Committee on Labor and Public Welfare. 

Digest of Bill—The bill would authorize the Administrator 
of Veterans’ Affairs and the secretaries of the Army, Navy, and 
Air Force, with the approval of the President and Secretary of 
Defense, to transfer hospitals, facilities, equipment, etc., between 
the Veterans Administration and the armed services. 

Association Position.—The Association approves the bill be- 
cause of its belief that in providing federal medical and hospital 
services there should be an allocation of beds and hospitals in 
an effort to attain the greatest economy. It is not now possible 
for the Department of Defense to take over Veterans Admin- 
istration hospitals without a transfer of funds. It is the belief 
of the Association that such an action might be desirable under 
certain conditions. 


S, 2780 

Introduced by Senator Thye of Minnesota and referred to the 
Senate Committee on Interior and Insular Affairs. 

Digest of Bill—The bill would transfer all functions, duties, 
and responsibilities relating to the maintenance and operation 
of hospitals on Indian reservations and the conservation of the 
health of Indians from the Department of the Interior to the 
United States Public Health Service. 

Association Position—The Association approves the bill be- 
cause it believes that the present system under the Department 
of the Interior is poor and that this bill incorporates a proper 
move toward a consolidation of the federal medical services. 
Under present conditions, one of the major problems of the 
Indian Service is securing adequate medical staffs for the hos- 
pitals. If the hospitals are made a part of the United States 
Public Health Service, it is probable that physicians would be 
more willing to be assigned to these duties and these institutions. 


H. R. 4912 

Introduced by Representative Perkins of Kentucky and re- 
ferred to the House of Representatives Committee on Education 
and Labor. ; 

Digest of Bill_—The bill would establish the Federal Agency 
for the Handicapped, to provide various types of rehabilitative 
services to persons physically or mentally handicapped. 

The agency would absorb the functions of the Office of Voca- 
tional Rehabilitation, the Division of the Physically Handicapped 
in the Bureau of Labor Statistics, the functions of the Library 
of Congress in furnishing aid for the blind, and the functions 
of the Federal Security Agency with respect to the Vocational 
Rehabilitation Act and state grants for aid to the blind. The new 
agency also would coordinate all other rehabilitative measures 
for the benefit of handicapped persons administered by other 
agencies of the government. 

Association Position —The Association reiterated its opposi- 
tion to this bill (reported in THE JOURNAL, Feb. 9, 1952, page 
473). In addition to the objections originally stated for oppos- 
ing the measure, the following reasons were cited: 1. The bill 
would concentrate greater authority over rehabilitation in a 
federal agency as against strengthening state and local autonomy 
and responsibility through local means. 2. The absence of speci- 
fications in the bill regarding medical participation in adminis- 
tration, policy making, advisory functions, and auxiliary services. 
3. The difficulties associated with the certification of total disa- 
bility administratively and medically, on which monthly pay- 
ments would be based. 4. The fact that the favorable features 
of the bill could be readily fitted into existing administrative 
framework without the expense and confusion of a changeover. 


H. R. 5871 


Introduced by Representative Bosone of Utah and referred to 
the House of Representatives Committee on Armed Services. 


Digest of Bill—The bill would establish two types of pro- 
grams: (1) an emergency maternity and infant care program for 
wives and for children under 5 years of age of enlisted personnel 
of the armed forces and (2) a program of hospital care for any 
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dependent of enlisted personnel of the armed forces. These pro- 
grams would be financed by the federal government and the 
states on a 50-50 basis. 

Association Position—The Association opposes this bill, 
which is identical with S. 2337, 82d Congress (reported in THE 
JOURNAL, Feb. 9, 1952, page 473) on which testimony was given 
on March 12, 1952, to the Senate Committee on Armed Serv- 
ices. The prepared statements presented to the Congress by Drs. 
E. S. Hamilton and W. L. Crawford were reproduced in their 
entirety in the March 22 issue of THE JOURNAL, page 1037. 


H. R. 6185 

Introduced by Representative Elliott of Alabama and referred 
to the House of Representatives Committee on Interstate and 
Foreign Commerce. 

Digest of Bill—The bill would amend various existing laws 
for the stated purpose of providing federal assistance for nurs- 
ing education. The bill would authorize the Public Health Service 
to administer four new types of benefits: (a) annual payments 
for the cost of nursing instruction, (b) grants for constructing 
and equipping new nursing schools, (c) nursing scholarships, and 
(d) federal subsidization of special projects and recruitment in 
the field of nursing. The bill also provides for grants to states 
to assist in the establishment and maintenance of plans for prac- 
tical nurse training. 

Association Position ——The Association opposes this bill, 
which is similar to H. R. 910, 82d Congress, on which testi- 
mony was presented on Sept. 13, 1951, to the House Interstate 
and Foreign Commerce Committee. The Association is opposed 
to the bill primarily because it would authorize federal inter- 
vention in the field of education and would permit continuing 
federal support for a program that is a local responsibility. In 
addition, the bill would place unwarranted administrative 
authority in the Federal Security Agency. 


H. R. 6212 

Introduced by Representative Bonner of North Carolina and 
referred to the House of Representatives Committee on Mer- 
chant Marine and Fisheries. 

Digest of Bill_—The bill would authorize and direct the Com- 
mandant of the United States Coast Guard to furnish hospitali- 
zation and medical, surgical, and dental care and treatment for 
dependents of all uniformed personnel of the United States 
Coast Guard. 

Association Position ——The Association opposes this bill be- 
cause medical care and hospitalization is being furnished to de- 
pendents of service personnel without clear-cut congressional 
authority. The Army, Navy, and Air Force are currently fur- 
nishing medical care for dependents of service personnel on the 
basis of an act passed on July 5, 1884, providing, in part, that 
“medical officers of the Army and contract surgeons shall, 
wherever practicable, attend the families of the officers and 
soldiers free of charge.” 

The wholesale extension of such care without regard to the 
availability of adequate civilian facilities is necessitating the 
induction of increased numbers of physicians into the armed 
services. The continued abuse of the very limited authority 
granted by the Congress in this field, coupled with the gradual 
but continuous expansion of other federal medical services, will 
eventually result indirectly in the socialization of medical care. 
In addition, the expansion and new construction of military 
medical installations to care for such dependents is an unauthor- 
ized and unnecessary expenditure of funds. 


H. R. 6215 

Introduced by Representative Celler of New York and re- 
ferred to the House of Representatives Committee on Educa- 
tion and Labor. 

Digest of Bill—The bill would amend various existing laws 
dealing with federal aid to the blind and other seriously disabled 
persons. The purpose of the act is to authorize a comprehensive 
grant-in-aid program to assist the states in furnishing a variety 
of services to the blind and others seriously disabled. 
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The bill would authorize the subsidization by the federal gov- 
ernment of state plans approved by the Federal Security Ad- 
ministrator, providing training, workshops, and rehabilitation 
centers, research and adjustment centers, job counseling, and 
greater employment opportunities. 

Association Position.—The Association opposes this bill gen- 
erally because of a growing reluctance to encourage federal 
grant-in-aid programs and because current federal and state pro- 
grams in this field appear to be adequate. Specific reasons for 
disapproval of the measure include: 1. Corrective therapy as 
provided is not a recognized and approved category as yet in 
the field of ancillary personnel in rehabilitation and physical 
medicine. 2. The definition of a “rehabilitation center” is too 
limited. 3. The federal government through the states would 
defray the cost of vocational rehabilitation, corrective surgery, 
and “therapeutic treatment” for persons in such centers in the 
following ways: (a) total cost for war-disabled veterans and (5) 
one-half the cost for those needing financial assistance and 
others in the nonveteran category. 4. There is no definition 
of the limits of the severity and nature of disability (except in 
the case of the blind) for which these services would be rendered, 
and therefore a form of state medicine would be established. 


H. R. 6539 

Introduced by Representative Rankin of Mississippi and re- 
ferred to the House of Representatives Committee on Veterans’ 
Affairs. 

Digest of Bill—The bill would authorize and direct the Ad- 
ministrator of Veterans’ Affairs to study the methods and prac- 
tices employed by Dr. Robert E. Lincoln of West Medford, 
Mass., in the treatment of tuberculosis and cancer. 

Association Position —The Association opposes this bill be- 
cause it is believed that the measure is superfluous and unnec- 
essary legislation, that the bill is aimed at clinical evaluation 
only, and that no toxicity studies have been published concern- 
ing the bacteriophage of Dr. Lincoln. 

Investigation of the treatment is being carried on at the pres- 
ent time by the Committee on Cancer Diagnosis and Therapy 
of the National Research Council. 


H. R. 6720 

Introduced by Representative Elliott of Alabama and re- 
ferred to the House of Representatives Committee on Edu- 
cation and Labor. 

Digest of Bill—The bill would authorize federal grants to 
states on a 50-50 basis to help finance health and safety in- 
struction and physical education for children of school age. It 
should be noted that the bill is silent as to which federal agency 
would approve state plans or administer the measure, if adopted. 
The word “commissioner” is used throughout the bill; however, 
the term is not defined. 

Association Position —The Feb. 9, 1952, issue of THE Jour- 
NAL reported the opposition of the Association to H. R. 5853, 
82d Congress, an identical bill. This opposition was reaffirmed 
with respect to H. R. 6720 because it (1) deals with a state and 
local problem, (2) provides for an unnecessary expenditure of 
funds, and (3) contains many technical errors. 


H. R. 6856 

Introduced by Representative Buckley of New York and re- 
ferred to the House of Representatives Committee on Public 
Works. 

Digest of Bill—The bill would extend for three years (until 
June 30, 1956) the Water Pollution Act, which provides federal 
assistance to states through study, advice, and grants. 

The Water Pollution Control Act provides for a nationwide 
program for pollution control in interstate waters and supplies 
federal enforcement procedures to abate pollution. It establishes 
a Water Pollution Control Advisory Board within the Public 
Health Service, but encourages adoption of interstate compacts, 
which would become binding on approval by Congress. 


J.A.M.A., May 17, 1933 


Association Position.—The Association approves the bill, be. 
cause it believes that the control of pollution in interstate waters 
is a proper and necessary activity of the federal government. 
The work is necessary and has been carried on Satisfactorily 
under the Water Pollution Act since its enactment. 


H. J. Res. 381 

Introduced by Representative Kennedy of Massachusetts and 
referred to the House of Representatives Committee on the 
Judiciary. 

Digest of Resolution—The resolution would authorize the 
use of royalties from tideland mineral leases issued by the Sec- 
retary of the Interior for “urgent developments essential to the 
national defense and the national security,” including the train- 
ing of physicians, dentists, nurses, and medical specialists and 
technicians, and the construction of hospitals and other com- 
munity health facilities. 

Provision is also made for the use of a part of such money 
at a later date as grants-in-aid for medical research, medical 
education, and the construction and operation of hospitals and 
other community health facilities. 

Association Position—The Association opposes this bill for 
the same reasons as for S. 337 (federal aid to medical educa- 
tion). It is the belief of the Association that under such a system 
an objectionable degree of federal control would be inevitable, 
The bill would create an opportunity for the exercise of politi- 
cal pressure and intervention and would jeopardize the academic 
freedom of medical schools. 


RESOLUTIONS OF THE AMERICAN ASSOCIATION 
FOR HEALTH, PHYSICAL EDUCATION 
AND RECREATION 


The American Association for Health, Physical Education and 
Recreation adopted a resolution commending the American 
Medical Association for calling, conducting, and reporting the 
Third Biennial National Conference on Physicians and Schools, 
which provided for an interchange of information regarding the 
patterns of school health programs in the various states and for 
an evaluation of progress made since the 1949 conference. 

The association also commended the House of Delegates of 
the American Medical Association for revising a resolution con- 
cerning communism in schools, the original of which was phrased 
in such a way that it was misinterpreted as a broad indictment 
of America’s schools. The House of Delegates expressed its con- 
fidence-in the patriotism and Americanism of the vast majority 
of educators and of bona fide educational organizations. 

Another resolution of the association commended the coopera- 
tive relationships that have existed between the American Medi- 
cal Association and the National Education Association for 40 
years through the Joint Committee on Health Problems in Edu- 
cation, which has initiated many of the advances in the school 
health programs through cooperative deliberations, committee 
action, and publications. 


TWO NEW A. M. A. CONVENTION PROGRAMS 


Registrants at the 10Ist annual meeting of the American 
Medical Association in Chicago, June 9-13, will receive two 
programs, one entitled “Program of the Scientific Assembly” 
and the other “General Program.” Both will have new formats 
and attractively designed covers. The Scientific Assembly pro- 
gram contains detailed information on the general scientific 
meetings, 21 section meetings, scientific exhibits, motion pic- 
tures, and television shows. The new pocket-size general pro- 
gram carries a condensed program of the scientific meetings 
plus a list of technical and scientific exhibitors; social events, 
including luncheons, dinners, and meetings of fraternity, alumni, 
and other organizations; maps of the exhibit hall at Navy Picr 
and the convention area; officers of the A. M. A.; local com- 
mittees; and special announcements. 
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POSTGRADUATE MEDICAL EDUCATION 

Recognizing the need for increased service in the field of post- 
graduate education, the Council on Medical Education and Hos- 
pitals has been authorized by the Board of Trustees to secure 
a new staff member to direct A. M. A. activities in this area. 
Existing programs will be studied in order to establish Council- 
approved principles and standards for greater efficiency in work- 
ing with state medical societies, medical schools, and other 
groups interested in furthering postgraduate medical education. 


FEDERAL MEDICAL LEGISLATION 


Special Pay for Military Physicians 

Senator Hunt of Wyoming introduced S. 3019 to amend the 
Career Compensation Act of 1949 to extend the application of 
the special-inducement pay provided thereby to physicians and 
dentists. His bill proposes to extend for one year the $100 per 
month special pay of regular and reserve component officers 
of the armed forces and the Public Health Service. The expira- 
tion date of special pay in the present law is Sept. 1, 1952. An- 
other provision of the bill would grant similar benefits to retired 
regular officers of the armed forces and Public Health Service 
who returred to active duty. Physicians and dentists inducted 
by Selective Service under the doctor draft act and subsequently 
commissioned would also receive the special pay under pro- 
visions of this bill. 

Senator Douglas of Illinois introduced S. 3035, which would 
abolish special pay for physicians and dentists of the uniformed 
services. His bill would repeal a section of the Career Compen- 
sation Act of 1949 and several sections of the doctor draft act. 


Defense Housing and Community Facilities 

S. 3066 was introduced by Senator Maybank of South Caro- 
lina. This bill would amend the defense housing laws and, among 
other things, increase the present authorization of 60 million 
dollars for community facilities and services to 160 million 
dollars. Last year Congress voted 60 million dollars to be avail- 
able until July 1, 1953, to assist communities in providing com- 
munity facilities and services in crowded defense areas. A portion 
of the funds is authorized to be used for construction of hos- 
pitals and clinics. 


Dental Division for VA 

A bill to provide for efficient dental care for veterans entitled 
to receive dental benefits under laws administered by the Vet- 
erans Administration was introduced by Representative Allen of 
Louisiana as H. R. 7505. This bill would vest greater program 
authority in a chief dental director of the VA. Each hospital, 
regional office, and domiciliary institution manager would re- 
port to the chief dental director in matters pertaining to dental 
care. Dental budgets would be prepared and justified by the 
chief dental director. The office would consist of the chief, one 
deputy and no more than seven assistant medical directors. At 
the present time, the chief of the dental service is known as the 
assistant chief medical director, dental service. The chief dental 
director would remain responsible to the Administrator and to 
the chief medical director for the operation of this service. 


Longshoremen’s and Harbor Workers’ 
Compensation Act Amendment 

Representative Tollefson of Washington introduced H. R. 
7517, which would amend the Longshoremen’s and Harbor 
Workers’ Compensation Act to increase the maximum benefits 
provided by this act and to extend its provisions to Puerto Rico. 
One provision of this bill would amend a section of this act that 
presently requires the employer to furnish medical and surgical 
care to injured workers. The amendment would permit the in- 
jured employee to select his own attending physician. 





The summary of federal legislation was prepared by the Washington 
Office of the American Medical Association and the summary of state 
leg.slation by the Bureau of Legal Medicine and Legislation. 
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Social Security Amendments 


Representative Kean of New Jersey introduced H. R. 7549, 
proposing to extend and improve the old-age and survivors in- 
surance system to prevent loss of benefit rights in the event of 
disability and to provide for rehabilitation. The bill seeks to: 
(1) increase monthly benefits by approximately 10% ; (2) extend 
coverage to approximately 5 million additional persons, includ- 
ing 3,500,000 agricultural operators, 450,000 agricultural work- 
ers, 500,000 professional persons (including physicians), 115,000 
domestics, and several hundred thousand casual workers; and 
(3) provide rehabilitation services and insurance preservation 
rights for disabled persons. 

The bill would remove the exclusion from coverage in the 
present law of such persons as physicians, lawyers, dentists, 
accountants, architects, engineers, and funeral directors. 

Rehabilitation services presently available under the federal 
Vocational Rehabilitation Act, such as medical care, hospitali- 
zation, and appliances, would be rendered through state agencies 
to disabled persons who are expected to be disabled throughout 
a six-month waiting period or longer and to totally and perma- 
nently disabled persons, so that workers might be returned to 
gainful employment. The entire cost of such rehabilitation serv- 
ices would be borne by the Social Security Trust Fund. Pres- 
ently, federal funds are being expended under the Vocational 
Rehabilitation Act at the rate of 21,500,000 dollars annually. 
During the period of disability, insurance rights for workers 
would be preserved, so that, in computing old age benefits later, 
the period of disability would not be included in determining 
an average monthly wage. 

The Administrator of the Federal Security Agency would 
determine whether a claimant is permanently and totally dis- 
abled, or is likely to be, unless rehabilitated. The Administrator 
would arrange for medical examinations and reexaminations of 
disability claimants. Examinations would be performed in exist- 
ing agencies of the federal government, if available, and by 
impartial private physicians, clinics, hospitals, or other medical 
facilities designated by the Administrator. The Administrator 
would be authorized to secure the cooperation of public agencies 
and private medical, dental, hospital, nursing, health, educa- 
tional, social, and welfare groups for advice and service in carry- 
ing out the vocational rehabilitation and examination sections 
of the bill. No increase in payroll deduction for social security 
insurance is provided in the bill. 


STATE MEDICAL LEGISLATION 


New York 


Bills Enacted.—A. 3046, has become Ch. 787 of the Laws of 1952. It 
amends the workmen’s compensation law by authorizing injured em- 
ployees to select to treat them any podiatrist authorized by the chairman 
of the industrial board to render podiatry care. S. 899, has become 
Ch. 673 of the Laws of 1952. It amends the mental hygiene law by 
providing that no person or association shall maintain an institution for 
the treatment of the mentally incompetent without first obtaining a 
license therefor. It alse authorizes the director of such institutions, in 
the event of the death of a patient who has been maintained wholly at 
public expense to make or cause to be made by a member of the 
medical staff an autopsy on the body of such patient provided that it 
shali be made in such manner that will cause the least mutilation and 
provided also that there shall be printed conspicuously upon all appli- 
cation blanks used in admitting patients to the institution the fact that 
the officers of the institution have such a power in relation to making 
autopsies. S. 1123, has become Ch. 654 of the Laws of 1952. It 
authorizes the board of supervisors of a county at least 150 days prior 
to any general election and subject to a permissive referendum to 
abolish the office of coroner and create the office of medical examiner 
therein. S. 2005, has become Ch. 731 of the Laws of 1952. It provides 
regulations for the control of nurse’s registries. 


Virginia 

Bill Enacted.—S. J. R. 27, was adopted Feb. 23, 1952. It directs the 
Virginia Advisory Legislative Council to make a study and report upon 
the feasibility of providing hospitalization and other types of medical 
care for public assistance recipients and to determine whether or not it 
is desirable to provide for the establishment of a prepayment pool 
operated by an agency of the state for such purpose. 
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CALIFORNIA 
Personal.—Dr. Anthony J. J. Rourke, physician superintendent 





of Stanford University Hospital, San Francisco, has been desig- 
nated executive director of the Hospital Council of Greater New 
York and will take up his new duties on July 1. Dr. Arthur 
L. Bloomfield, San Francisco, professor of medicine at Stanford 
University School of Medicine, delivered the George M. Kober 
Lecture in Washington, D. C., May 1, on “The Principle of 
Bacterial Infection in the Upper Air Passage.” 


Dr. Sweet Honored.—Dr. Clifford D. Sweet of Oakland, for 30 
years chief of staff of Children’s Hospital of the East Bay, will 
be honored by the medical staff on May 21-23 with the in- 
auguration of the Clifford Sweet Clinics and Lectureship and the 
unveiling of a new portrait. The ceremonies will precede a three 
day schedule of clinical conferences, culminating with a public 
lecture on May 23 by Dr. Irvin McQuarrie, head of the depart- 
ment of pediatrics, University of Minnesota Medical School, 
Minneapolis. It is planned to make the Sweet Clinics and Lec- 
tureship an annual event. 





Hospital Applications for Federal Funds.—Dr. Wilton L. Hal- 
verson of San Francisco, director of the California Department 
of Public Health, announces that applications for federal and 
state aid to build local hospital and health center facilities must 
be submitted to the department by May 31. Organizations plan- 
ning to apply for construction funds may obtain application 
forms and advisory services from the department’s Bureau of 
Hospitals. Both public agencies and voluntary nonprofit organi- 
zations are eligible to apply for federal funds to supplement local 
contributions; however, state funds in matching amounts are 
available only to tax supported agencies. Since the construction 
program began in 1947, California has received about $15,000,- 
000 in federal and $9,000,000 in state appropriations. Forty-five 
hospital and 10 health center projects have shared in these grants 
to date. The hospitals, when all are completed, will provide 
3,000 beds. 


Dr. Evans Wins Passano Foundation Award.—Dr. Herbert 
McLean Evans of Berkeley has been named winner of the 
Passano Foundation Award for 1952. Dr. Evans is professor of 
anatomy at the University of California, Hertzian Professor of 
Biology, and director of the Institute of Experimental Biology. 
Among his contributions to medical knowledge are the intro- 
duction of Evans’ blue, an azo dye, for estimation of blood 
volume; with J. A. Long, Ph.D., the first description of the estrus 
cycle in rats; separation of the pituitary growth promoting hor- 
mone; establishment of’a criterion of vitamin A deficiency in 
continuous vaginal cornification; and discovery of vitamin E. 
Presentation of the $5,000 cash award will be made at a dinner 
for about 150 medical men and women at the Palmer House 
in Chicago on June 11. The principal address will be given by 
Dr. Louis H. Bauer, President-Elect of the American Medical 
Association, after which the award will be presented by Dr. 
George W. Corner, Baltimore, a member of the board of the 
foundation, who was closely associated with Dr. Evans in his 
work for years. 


COLORADO 

Annual Intern-Resident Clinics.—The annual Colorado Intern- 
Resident Clinics will be held June 4-5 at the University of 
Colorado Medical Center, 4200 E. Ninth Ave., Denver. The 
morning sessions will consist of clinical discussions. In the after- 
noons, papers reporting original investigations will be presented 
by members of the house staffs. The guest clinician will be Dr. 





Physicians are invited to send to this department items of news of general 
interest, for example, those relating to society activities, new hospitals, 
education and public health. Programs should be received at least three 
weeks before the date of meeting. 


Tinsley R. Harrison, professor of medicine at the Medical Col- 
lege of Alabama, Birmingham. His presentation on “Some 
Theoretical and Practical Applications of the Electrokymogram 
and the Ballistocardiogram” will be delivered on the evening of 
June 4. The program is open to all interested physicians. 


FLORIDA 

Seminar on Diagnosis.—On June 19-21 a seminar on diagnosis 
will be conducted at the George Washington Hotel in Jackson- 
ville by Drs. Lewis M. Hurxthal, Hugh F. Hare, and William A. 
Meissner of the Lahey Clinic, Boston. Thursday will be devoted 
to a symposium on thyroid disease. On Friday there will be 
discussions on adrenal disease, lymph node disease, lung tumors, 
and metabolic bone disease. On Saturday there will be a clinico- 
pathological conference with discussion of clinical and labora- 
tory methods of diagnosis. 


ILLINOIS 

Personal.—Dr. Frederick Plotke, formerly venereal disease 
control officer in the Chicago public health department, has been 
named public health consultant to the Illinois Department of 
Public Welfare, a newly created post——Dr. Daniel T. Cole, 
assistant superintendent of the Anna State Hospital, resigned on 
his 70th birthday recently, after serving the hospital for 20 
years. 


Anniversary of Peoria State Hospital.—The golden anniversary 
of the Peoria State Hospital was recently celebrated in an all 
day program, which combined a meeting of the Peoria Medical 
Society and postgraduate conference with special anniversary 
ceremonies. Mr. Leonard Belt, Illinois Department of Public 
Welfare executive assistant, presented an historical survey of 
the hospital’s accomplishments since it opened in 1902. Dr. 
Henry B. Knowles, superintendent of the hospital, presided at 
the postgraduate conference meetings. Dr. Walter H. Baer, for- 
mer superintendent, presided at the anniversary ceremonies. 


Chicago 

Dr. Sheinin Awarded Medal.—Dr. John J. Sheinin, president of 
the Chicago Medical School, has been chosen for the first 
Annual Gold Medal Award of Alpha Rho Chapter of Phi 
Lambda Kappa fraternity in recognition of his devotion to the 
development and progress of the school and to the general wel- 
fare of the student body. The presentation will be made by 
Sanford I. Cohen, president of the chapter, at the annual fra- 
ternity dinner-dance May 24, at the Furniture Club of America, 
666 Lake Shore Dr. 


Society News.—The Chicago Society of Physical Medicine and 
Rehabilitation will hold its scientific session at the University of 
Illinois, 1819 W. Polk St., May 28 at 8 p. m. Dr. Robert L. 
Bennett, director of the department of physical medicine, Georgia 
Warm Springs Foundation, will discuss “After-Effects of Acute 
Anterior Poliomyelitis as It Pertains to Physical Medicine and 
Rehabilitation.” The society will meet for dinner at the Medical 
Center, Y. M. C. A., 1804 W. Congress St., at 6:30 p. m. 
Dinner charge is $3. Physicians and their guests are welcome. 


INDIANA 

Anesthesiology Seminar.—A seminar in anesthesiology, spon- 
sored by the Indiana University School of Medicine and the 
Indiana State Society of Anesthesiologists, will be held May 2! 
in Indianapolis. Presentations will be made by Mr. John B. 
Dunne, Pittsburgh, on “Means of Artificial Respiration by Inter- 
mittent and Positive Pressure Methods,” and Dr. John P. Graf, 
Indianapolis, on “Clinical Trial Drugs Being Investigated at the 
Indiana University Hospitals, Department of Anesthesiology. 
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Annual Tumor Seminar.—An annual tumor seminar, sponsored 
by the Indiana Association of Pathologists and the Veterans’ 
Administration Hospital, will be heid May 25 in the new Veter- 
ans’ Administration Hospital Auditorium in Indianapolis. A few 
slide sets are available for pathologists who plan to attend but 
who are not members of the state association. The proceedings 
will be distributed to those who register for the slide sets. A fee 
of $10 is charged for the slide sets and protocols. Requests should 
be sent to Dr. John L. Arbogast, Indiana University School of 
Medicine, Indianapolis. 


Personal.—Rolla N. Harger, Ph.D., chairman of the depart- 
ments of biochemistry and pharmacology at Indiana University 
School of Medicine, Indianapolis, was recently elected president 
of the American Academy of Forensic Sciences during the an- 
nual convention in Atlanta. Dr. John L. Arbogast, Indian- 
apolis, director of the clinical laboratories of the Indiana Univer- 
sity Medical Center, was recently appointed chairman of post- 
graduate education for the North Central Group of the Coilege 
of American Pathologists. He was also made secretary-treasurer 
of the Marion County Blood Banks, Inc. 





MASSACHUSETTS 

State Medical Meeting in Boston.—The annual meeting of the 
Massachusetts Medical Society will be held at the Hotel Statler, 
Boston, May 20-22, under the presidency of Dr. W. Richard 
Ohler of Boston. A cardiac symposium will be held from 2 to 5 
p. m. Wednesday in the Georgian Room. Presentations by Drs. 
Benedict F. Massell, Dwight E. Harken, Herrman L. Blumgart, 
Lewis Dexter, J. Gordon Scannell, and Laurence B. Ellis, all of 
Boston, will be followed by a motion picture on “Coarctation 
of the Aorta,” shown by courtesy of E. R. Squibb & Sons. On 
Thursday from 2 to 4:30 p. m. there will be a symposium on 
“Present Status of Recent Therapeutic Advances,” followed by 
a motion picture dealing with injuries to the peripheral nerves. 
Collaborating in the symposium will be Drs. William B. Castle, 
Louis Weinstein, Fred H. Allen Jr., John Rock, George W. 
Thorn, and Chester S. Keefer, all of Boston. Dr. John W. Cline 
of San Francisco, President of the American Medical Associa- 
tion, will be guest speaker at the annual dinner at 7 p. m. on 
Wednesday. An exhibition of works of art by members of the 
Massachusetts Physicians Art Association will be open from 
9 a.m. to 5 p. m. on the fourth floor of the Hotel Statler 
throughout the convention. 


MINNESOTA 

Personal.—The Minnesota Radiological Society will give a 
dinner at the Edina Country Club, Minneapolis, May 26, to 
honor Dr. Leo G. Rigler, who has completed 25 years as head 
of the department of radiology, University of Minnesota Medi- 
cal School, Minneapolis. 





State Medical Meeting at Minneapolis.—The annual meeting of 
the Minnesota State Medical Association will be held at the Hotel 
Radisson in Minneapolis May 26-28 under the presidency of 
Dr. Roger L. J. Kennedy of Rochester. Obstetric manikin dem- 
onstrations will be given by Drs. Hugh G. Hamilton of Kansas 
City, Mo., and Leon S. McGoogan of Omaha on Monday and 
Tuesday, respectively. They will also lead round-table discus- 
sions on “The Induction of Labor” and “The Correlation of 
Clinical and X-Ray Pelvimetry.” Other out-of-state speakers 
include: 
Ross Golden, New York, Russell D. Carman Memorial Lecture, Clinical 
Aspects of Abnormal Small Intestinal Physiology. 
Edith L. Potter, Chicago, Arthur H. Sanford Lectureship in Pathology, 
Practical Aspects of the Rh Factor. 
Richard W. Te Linde, Baltimore, Carcinoma of the Cervix. 


Chester M. Kurtz, Madison, Treatment of Convalescent Cardiac Cases. 
John F. Fulton, New Haven, Rabelais and Modern Medicine. 


The woman’s auxiliary will hold its meetings simultaneously. 


MISSOURI 
Society News.—Dr. Park J. White of St. Louis will address an 
open meeting of the St. Louis Medical Society May 20, at 8:30 
p. m., on “Accidents in Childhood: The Next Step in Preventive 
Pediatrics.” 
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Thompson Lectureship.——The Thompson, Brumm and Knepper 
Clinic, St. Joseph, announces the third annual Dr. F. G. Thomp- 
son Sr. Lectureship. Dr. Willard O. Thompson, clinical professor 
of medicine, University of Illinois College of Medicine, Chicago, 
will present a paper on “Uses and Misuses of Sex Hormones,” 
May 29 at 8 p. m. in the clinic building, 902 Edmond St., St. 
Joseph. 


NEBRASKA 

Muscular Dystrophy Associations——The Nebraska Chapter of 
the Muscular Dystrophy Associations of America is interested in 
getting Nebraska physicians to serve on its medical advisory 
board. Although physicians in all parts of the state are needed, 
there is particular need for physicians from the Lincoln, Omaha, 
Grand Island, Scottsbluff, and Alliance areas. Those interested 
in serving in this capacity are requested to write to Miss 
Dorothea Ridder, Fairbury. 


New Cerebral Palsy Unit.—Dr. John M. Thomas of Omaha, 
chief of service of the new cerebral palsy unit at the Nebraska 
Orthopedic Hospital in Lincoln, announces that the unit is now 
ready to consider applicants for admission. The purpose of the 
unit is “to provide medical and educational care for cerebral 
palsy patients” in Nebraska. This service includes education of 
the parents in home care and provides direction to the rehabili- 
tation program of the patient. The program of the unit will 
augment the work already being done at the hospital in the care 
of these patients. In its early stages the unit will consist of 8 to 
10 beds, with additional space for instruction and rehabilitation 
training. Dr. Howard E. Mitchell of Lincoln has been appointed 
assistant chief of service. Nebraska physicians wishing to have 
patients admitted are asked to write to Dr. Thomas in care of 
the unit in Lincoln for application blanks. 


NEW HAMPSHIRE 

Director Takes Position in Peru.—Frederick J. Vintineer, 
M.P.H., assistant state health officer and director of the Bureau 
of Occupational Health, Concord, has accepted the position of 
director of the industrial health section of a Peruvian national 
health program recently established by the Institute of Inter- 
American Affairs. He has been on the state department of 
health’s staff more than 20 years. 


NEW YORK 

Society Election.—The Queens Pediatric Society in Forest Hills, 
L. I., has elected Dr. Samuel Dillon of Rockaway Park as 
president and Dr. Moe Goldstein of Forest Hills as secretary. 


Personal.—Dr. Merel H. Harmel has been named head of the 
recently established department of anesthesiology at the State 
University of New York College of Medicine in New York City. 
Dr. Karl M. Wilson, professor of obstetrics and gynecology, 
University of Rochester School of Medicine and Dentistry, who 
has been on the staff since the school opened in 1925, will retire 
at the end of the present academic year. At a meeting of the 
Medical Board of the Jewish Hospital of Brooklyn on April 7 
Dr. Samuel B. Schenck was elected president. 








Lectures on Adult Heart Disease.—The University of Buffalo 
School of Medicine in cooperation with the Eighth District 
Branch, Medical Society of the State of New York, and the 
Western New York State Heart Association will present a course 
in “Major Problems in Adult Heart Disease for Practitioners,” 
May 20-21. The visiting lecturer, Dr. Irving S. Wright, professor 
of clinical medicine, Cornell University Medical College, New 
York, and president-elect, American Heart Association, will 
discuss “Modern Management of Myocardial Infarction” on 
Wednesday, 3:15 to 4 p. m. in the main conference room of 
Edward J. Meyer Memorial Hospital. 


New York City 

Lecture on Multiple Personality.—Dr. John G. Lynn of Hono- 
lulu, Hawaii, has been invited to address the Association for the 
Advancement of Psychoanalysis on May 28 at the New York 
Academy of Medicine, Sth Ave. and 103rd St. His subject will 
be “Dynamics of Multiple Personality.” 
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Symposium on Pericarditis—The New York Society for Circu- 
latory Diseases will meet at 8:30 p. m. June 5 at the Hotel Statler, 
New York. Guest speakers participating in a symposium on 
pericarditis will include: 
Herbert Elias, New York, Mechanical Problems in Acute and Chronic 
Pericarditis. 
William Hitzig, New York, Etiology and Treatment of Pericarditis. 
Charles P. Bailey, Philadelphia, Surgical Treatment of Pericarditis and 
Surgical Pericarditis as a Treatment. 
Otto H. Janton Jr., Philadelphia, Discussion of Medical Aspects. 
Samuel A. Thompson, New York, Discussion of Surgical Aspects. 


New Cancer Society Formed.—Formation of a new clinical 
society designated as the New York Cancer Society, Inc., was 
announced at a dinner meeting of the Founders’ Group at the 
Yale Club of New York on March 28. With an initial member- 
ship of 36 specialists interested primarily in diagnosis and treat- 
ment of neoplastic diseases, the object of the society is to en- 
courage research and to exchange information bearing on this 
subject. Dr. Frank Glenn was elected president; Dr. Gray H. 
Twombly, vice president; Dr. John J. Conley, secretary; and 
Dr. William Harris, treasurer. 





Personal.—The Council of the New York Academy of Medicine 
announces the appointment of Dr. Robert L. Craig as secretary 
to the Committee on Medical Education of the New York 
Academy of Medicine, to fill the office heretofore held by Dr. 
Mahlon Ashford, who has retired. Dr. Leonard J. Gold- 
water, professor of occupational medicine at Columbia Univer- 
sity School of Public Health, has been appointed consultant on 
cardiac rehabilitation to the Federal Office of Vocational Re- 
habilitation. Dr. Frank M. Frankfeldt was the guest of the 
Royal Society of Medicine at the annual meeting of its section 
on proctology in London, May 14. He spoke on “Endoscopic 
Removal of Polyps by Electrosurgery.” 








NORTH CAROLINA 

Personal.—Dr. Watson S. Rankin of Charlotte delivered an ad- 
dress, dealing with the life of James Buchanan Duke (1856- 
1925), at the North Carolina Dinner of the Newcomen Society 
of England, held at Charlotte on April 4. 





State Medical Meeting.—The annual session of the Medical 
Society of the State of North Carolina was held May 5-7 in 
Pinehurst under the presidency of Dr. Frederic C. Hubbard of 
North Wilkesboro. Dr. John W. Cline of San Francisco, Presi- 
dent of the American Medical Association, addressed the first 
general session and spoke at the president’s dinner. Other out- 
of-state speakers included Drs. Edward B. D. Neuhauser, 
Boston, and Charles E. Flowers Jr., Brooklyn. 


OREGON 

Society News.—The Southern Oregon Medical Society will hold 
its annual session at Roseburg’s Veteran’s Administration Hos- 
pital May 28, under the presidency of Dr. Alstrup N. Johnson 
of Roseburg. Papers will be presented on “Diagnosis and Treat- 
ment of Hypothyroidism,” “Cryptorchidism and Delayed 
Adolescence,” “Treatment of Menopause and Senile Osteoporo- 
sis and Ovarian Agenesis,” “Problem of Menstrual Irregulari- 
ties,’ and “Eunuchoidism and Male Climacteric.” At the 
annual meeting of the North Pacific Society of Neurology and 
Psychiatry in Portland, Dr. Gerhard B. Haugen of Portland was 
elected president; Dr. Gordon H. Hutton of Vancouver, B. C., 
president-elect; and Dr. Robert A. Coen of Portland, secretary- 
treasurer. 





PENNSYLVANIA 

Traveling Fellowship.—A fellowship of $1,000 to be con- 
tributed annually and to be known as the Dr. I. S. Ravdin 
Traveling Fellowship has been established in the University of 
Pennsylvania School of Medicine, Philadelphia, through a gift 
of Dr. Francis J. Halford of Honolulu, Hawaii. The first award 
will be bestowed in 1952 on a deserving young physician out of 
the surgical residency pool of the university hospital who wishes 
to improve his education through travel and additional studies 
elsewhere. 
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Philadelphia 

Personal.—Dr. Alfred C. La Boccetta has been named acting 
medical director of Philadelphia General Hospital and acting 
chief of the bureau of hospitals of the Philadelphia Department 
of Health. He will continue to serve also as superintendent and 
medical director of the Hospital for Contagious Diseases. 


Undergraduate Research Society.—The annual meeting of the 
Undergraduate Research Society of the Hahnemann Medical 
College will be held May 23 at Klahr Auditorium, 235 N. 15th 
St., Philadelphia. Original student papers will be presented from 
2 to 4:30 p. m. The guest lecturer, Dr. Seymour S. Kety, asso- 
ciate director in charge of research, National Institutes of Men- 
tal Health and of Neurological Diseases and Blindness, will 
speak at 5 p. m. on “Consciousness and Cerebral Metabolism.” 


TENNESSEE 

Clinic Receives Football Fund.—A check for $15,000, presented 
to the Vanderbilt Hospital’s physical therapy department re- 
cently, represented the proceeds from last Thanksgiving’s Clinic 
Bowl on Dudley Field, the football game between East and 
West high schools of Nashville. One result of this philanthropy 
can now be seen at the hospital, where about 800 sq. ft. of 
space is being added to physical, speech, and occupational 
therapy quarters. 


Dr. Sanders Honored.—In honor of his 70th birthday, April 7, 
the April issue of the American Surgeon is dedicated to Dr. 
Robert Lee Sanders, professor of surgery at the University of 
Tennessee College of Medicine, Memphis, and past president of 
the Southeastern Surgical Congress. The dedication was made 
“as a token of appreciation of his unfailing interest in both the 
Southeastern and the Southwestern associations and in the 
journal throughout the years.” 


Scholarship for Students.—Chas. Pfizer & Company, Inc., of 
Brooklyn, manufacturers of pharmaceuticals, has awarded 
$1,000 to the University of Tennessee College of Medicine to 
establish a scholarship for medical students. To be eligible for 
participation, the student must be scholastically deserving and 
in need of financial aid. The fund will be administered by Orren 
W. Hyman, Ph.D., vice president of the university in charge of 
medical units and dean of the college of medicine. 


TEXAS 

Grant to Defray Costs of Postgraduate Courses.—The Texas 
Medical Association has given a grant of $2,500 to each of the 
three medical schools in Texas to help defray costs of post- 
graduate courses. The funds are to be used for expenses of visit- 
ing speakers and for announcements and clerical costs. 


Personal.—Dr. Gladys J. Fashena, professor of pediatrics, 
Southwestern Medical School of the University of Texas, Dallas, 
has been appointed to the board of governors of Playtex Re- 
search Institute, Dover, Del. Dr. Gilbert B. Forbes, pro- 
fessor of pediatrics, Southwestern Medical School of the Univer- 
sity of Texas, was guest speaker at the meeting of the Tennessee 
State Pediatric Society at Knoxville on April 7-8. 








Dr. Pullen Appointed Dean.—Dr. Roscoe L. Pullen, director of 
graduate medicine and vice-dean at Tulane University of Louisi- 
ana School of Medicine, New Orleans, has resigned to become 
dean and professor of medicine at the University of Texas Post- 
graduate School of Medicine in Houston, effective June 1. Dr. 
Pullen will succeed Dr. Mavis P. Kelsey, who has served as 
acting dean of the Texas school since Dr. Jack R. Ewalt left the 
post in November to become commissioner of mental health for 
the state of Massachusetts. 


WASHINGTON 

Course in Cardiology.—The University of Washington Schoo! 
of Medicine offers a course in “Recent Advances in Cardiology” 
June 16-17. The course, planned for general practitioners, sur- 
geons, pediatricians, internists, and public health officers, will 
be limited to about 50 and will consist of illustrated lectures, 
clinical conferences, and panel discussions. Dr. David A. Rytand, 
associate professor of medicine, Stanford University, San Fran- 
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cisco, will be the guest lecturer. On Monday at 10:45 he will 
speak on “Practical Points on the Auscultation of the Heart,” 
on Tuesday at 11:30 on “Current Views Regarding the Use and 
Actions of Digitalis,” and at 2:45 on “New Treatnfents for Old 
Problems, or the Overtreatment of Heart Disease.” On Monday 
two motion pictures will be shown: “Normal Development of 
the Mammalian Heart” and “Chest Fluoroscopy.” On Tuesday 
afternoon there will be a panel discussion on “Management of 
Thromboembolism.” The course is sponsored by the University 
of Washington School of Medicine, Washington State Medical 
Association, Washington State Department of Health, and 
Washington State Heart Association. The tuition fee is $20. 
Application should be sent to the Division of Postgraduate 
Medical Education, University of Washington School of Medi- 
cine, Harborview Hospital Annex, 9th and Jefferson, Seattle 4. 


WEST VIRGINIA 


Obstetrical Lectures.—The second of a series of three meetings 
arranged by the committee on medical education of the West 
Virginia State Medical Association will be held at the White 
Oak Country Club in Oak Hill, May 22. The meeting, which 
will be a one day graduate course in obstetrics, is being held in 
cooperation with the West Virginia University School of Medi- 
cine. Out-of-state speakers are as follows: 


John L. Parks, Washington, D. C., Obstetric Analgesia. 

John M. Nokes, Charlottesville, Va., Cardiovascular Diseases Associated 
with Pregnancy. 

Alan F. Guttmacher, Baltimore, Pregnancy Control. 

Morris E. Davis, Chicago, Management of the Placental Stage and 
Postpartum Hemorrhage. 


GENERAL 

Ophthalmological Meeting —The American Ophthalmological 
Society will hold its annual meeting at the Homestead, Hot 
Springs, Va., June 5-7, under the presidency of Dr. Lawrence T. 
Post of St. Louis. Twenty-two papers will be presented. 


Fellowship Awarded.—Dr. David Birnbaum of the department 
of internal medicine, Hadassah-University Hospital in Israel, has 
been awarded the Magnus-Warburg Fellowship from the Hebrew 
University for study and research in this country. Dr. Birnbaum 
is spending the year investigating the physiology of pancreatic 
secretion, in the Gastroenterology Research Laboratory of 
Mount Sinai Hospital, New York, under the direction of Frank- 
lin Hollander, Ph.D. 


Annual Meeting on Investigative Dermatology.—The Society for 
Investigative Dermatology will hold its annual meeting at the 
Hotel Sherman, Chicago, June 7-8, under the presidency of Dr. 
Samuel M. Peck of New York. Thirty-four papers will be pre- 
sented and one read by title. Reservations for the cocktail party 
and dinner, which will be held at 7 p. m. Saturday, should be 
made through Dr. Herman Beerman, 255 S. 17th St., Phila- 
delphia 3; the price is $8 per person. 


Angiology Meeting.—The North American Chapter of the 
International Society of Angiology will meet at the Conrad 
Hilton Hotel (formerly the Stevens) in Chicago June 7, under 
the presidency of Dr. Emile F. Holman, San Francisco. During 
the morning session there will be a panel discussion on “Manage- 
ment of Thromboembolism,” with Dr. Alton Ochsner, New 
Orleans, as moderator. Collaborators will be Drs. Geza de- 
Takats, Chicago, Robert R. Linton, Boston, and Leo Loewe, 
New York. Information may be obtained from Dr. Henry 
Haimovici, Secretary, 105 E. 90th St., New York 28. 





Academy of Sciences.—The National Academy of Sciences at its 
annual meeting held in Washington, April 28-30, reelected 
William J. Robbins, Ph.D., director of the New York Botanical 
Garden, as treasurer for another four year term. Other officers 
of the academy include: Detley W. Bronk, Ph.D., Baltimore, 
president; Edwin B. Wilson, Ph.D., Brookline, Mass., vice- 
president; F. Alexander Wetmore, Ph.D., home secretary; and 
Roger Adams, Ph.D., foreign secretary. Dr. Robert F. Loeb, 
professor of medicine, Columbia University College of Physi- 
cians and Surgeons, New York, and Wendell M. Stanley, Ph.D., 
chairman of the department of biochemistry, University of Cali- 
fornia, Berkeley, were elected to membership on the council of 
the academy to serve until June 30, 1955. 





MEDICAL NEWS 289 





Tuberculosis Symposium.—A tuberculosis symposium for gen- 
eral practitioners will be held in Saranac Lake, N. Y., from 
July 14-18. This symposium, sponsored by the Saranac Lake 
Medical Society, is approved for formal credit by the American 
Academy of General Practice. Seminars will be held on differen- 
tial diagnosis, routine management and periodic evaluation of 
progress, streptomycin and p-aminosalicylic acid, other anti- 
microbial drugs and hormonal agents, collapse procedures, and 
resection of lung tissue. The symposium will be held during the 
mornings only, and there will be elective activities during the 
afternoon. The only charge for the symposium will be a $15 
registration fee. Information can be obtained by writing the 
Saranac Lake Medical Society, Box 707, Saranac Lake, N. Y. 


Traffic Deaths.—The National Safety Council on April 30 re- 
leased statistics showing that traffic deaths in March, 1952, 
totaled 2,700—virtually the same number as in March, 1951. 
The toll for the first quarter of the year was 7,930, which was 
2% greater than the total for the first quarter of 1951 and 11% 
above the 1950 toll for the same period. There were 323 cities 
with no traffic deaths in March. The three largest and their 
populations were: Rochester, N. Y., 332,500; Omaha, 251,100; 
and Richmond, Va., 230,300. For the first quarter of the year, 
148 of the 451 cities had fewer deaths, 131 had more deaths, 
and 172 reported no change. For this period, 212 cities still had 
perfect records. The three largest were: Des Moines, Ia., 
178,000; Cambridge, Mass., 120,700; and Elizabeth, N. J., 
112,800. 


American-Swiss Foundation for Scientific Exchange.—At the 
end of its sixth year, this foundation announces that 22 senior 
American scientists have been sent to Switzerland and 33 Swiss 
scientists have visited this country. The visitors included four 
Nobel prize winners (Harold C. Urey, D.Sc., Chicago; Edwin J. 
Cohn, Ph.D., Cambridge, Mass.; Prof. Leopold Ruzicka, Zurich, 
and Prof. Tadeus Reichstein, Basel, Switzerland). Furthermore, 
71 postgraduate students were exchanged, in most cases for one 
year’s residence. For the exchange of a total of 126 scientists 
$117,000 was spent, all donations having come from private 
sources. At the recent annual assembly, Dr. Caesar R. Scholz, 
Summit, N. J., was reelected president. The founder of the or- 
ganization, Heinz M. Wuest, Ph.D., Montclair, N. J., is honorary 
president. 


Proctologists to Hold Annual Meeting.—The annual meeting of 
the American Proctologic Society will be held at the Hotel 
Schroeder in Milwaukee June 4-7 under the presidency of Dr. 
Robert A. Scarborough of San Francisco. Guest speakers will 
include: 
Herbert E. Schmitz, Chicago, Bowel Complications of Peivic Malignancy 
and Endometriosis. 
Armand J. Quick, Milwaukee, The Probiem of Defective Hemostasis 
in Surgery. 
Lowrain E. McCrea, Philadelphia, New Concept of Vesical Innervation 
and its Relationship to Abdominoperineal Proctosigmoidectomy. 
Fred J. Hofmeister, Milwaukee, Reconstructive Perineal Repair of 
Rectovaginal Fistulas and Injuries Occurring at Parturition. 
A symposium on “The Proctologic Aspects of Obstetric and 
Gynecologic Conditions” will be given by Drs. Schmitz and 
Hofmeister and by Drs. Herbert I. Kallet of Detroit and Charles 
E. Pope of Evanston, tl. 


New England Health Institute.—The institute sessions, to be 
held at the University of Connecticut, Storrs, June 18-20, will 
focus on “New Efforts for Health Improvement.” On Wednesday 
at 11:30 a. m. there will be a panel discussion on “Fluoridation 
of Public Water Supplies.” The views of the dentist, the sanitary 
engineer, and the biochemist will be given by Frank E. Law, 
D.D.S., Charles R. Cox, Albany, N. Y., and Harold C. Hodge, 
Ph.D., Rochester, N. Y., respectively. On Friday morning a 
“Town Meeting for Health” will be held with Mr. Carter W. 
Atkins as moderator of discussions on “Citizens’ Responsibility 
Toward Public Health,” “What Do We Have to Do?” and “How 
Can We Do It?” Room reservations may be made through Mr. 
Carlson E. Carne, Box U-56, University of Connecticut, Storrs, 
Conn., before May 31. Reservations for the banquet to be held 
Thursday evening must be made before June 15; the price of 
the banquet is $2.75. 
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New Cardiovascular Center.—A midwestern cardiovascular cen- 
ter specializing in the care of children with operable congenital 
malformations of the heart was opened at Children’s Memorial 
Hospital, Chicago, on April 30. Funds totaling $30,000, avail- 
able on an annual basis, were allocated by the children’s bureau 
of the Federal Security Agency to the University of Illinois 
Division of Services for Crippled Children for establishment of 
the center. The potential area to be served by the center includes 
the states of Ohio, Michigan, Kentucky, Indiana, Wisconsin, 
Minnesota, Illinois, lowa, North Dakota, South Dakota, Kansas, 
Nebraska, and Missouri. The Division of Services for Crippled 
Children will arrange with agencies in these states to send chil- 
dren with heart disorders to the Children’s Memorial Hospital 
for treatment, and the Illinois Division will serve as liaison 
between the official crippled children’s agency of the state where 
the child lives and the hospital. 


CANADA 

Annual Hormone Conference.—The Laurentian Hormone Con- 
ference of the American Association for the Advancement of 
Science will hold its annual meeting at Mont Tremblant Lodge, 
Mont Tremblant, Quebec, Sept. 7-12. The committee on arrange- 
ments has invited applications for attendance from interested 
investigators and from specialists in the hormone field. Topics 
to be discussed include: chemistry and biochemistry of adreno- 
corticosteroids, adrenocortical physiology, physiology of re- 
production, and growth hormone and metabolism. Since ac- 
commodations at the hotel necessarily limit the attendance, 
application must be made to the Committee on Arrangements, 
222 Maple Ave., Shrewsbury, Mass., by June 5. 


FOREIGN 

Congress of Biochemistry.— The International Congress of 
Biochemistry is to be held in Paris, tuly 21-27. Nineteen partic- 
ipants from the United States will present reports in seven sym- 
posiums. Subjects of these symposiums are “Biochemistry of 
Hematopoiesis,” “Biogenesis of Proteins,” “Tricarboxylic Acid 
Cycle,” “Protein Hormones and Hormones Derived from Pro- 
teins,” “Bacterial Metabolism,” “Mode of Action of the Anti- 
biotics,” and “Biochemistry of Steroids.” For information and 
applications for membership apply to the General Secretary of 
the Congress, Prof. J. E. Courtois, Faculté de Pharmacie, 4, ave- 
nue de |’Observatoire, Paris (VI*), France. 


International Festival of Medical Motion Pictures.—The First 
International Festival of Medical and Scientific Motion Pictures 
will be held in Turin, Italy, June 12 to 15. Minerva Medica an- 
nounces that a Minerva Medica prize of 200,000 lire ($322.58) 
and other prizes in money and objects offered by pharmaceutical 
firms and private and public institutions will be given for the best 
films. Those wishing to attend the festival should apply to Segre- 
teria: Prof. Gianfranco Lenti and Dr. Luigi Martinengo, Minerva 
Medica, Corso Bramante, 83, Turin, Italy, before May 31, en- 
closing 1,500 lire ($2.42). This sum covers admission to the 
motion pictures and the other activities of the festival. The com- 
petition is open to films dealing with scientific or medical sub- 
jects, even though they may have been shown and have received 
an award in other Italian or foreign competitions. The films 
must be sent to the above address before May 31. Name and 
address of competitor, title of film, kind.of film used, white and 
black or colored, length in meters, spoken or silent; and short 
notes on the content of the film should be given. The awards 
will be made at the end of the festival by a jury consisting of 
authorities from the University of Turin Medical School, the 
Order of Physicians of the city of Turin, and the editorial saff 
of Minerva Medica. The committee promises excellent care of 
the films. Films will be returned to their owners directly at the 
end of the festival or by registered mail 20 days later. 


CORRECTION 

Nitrofurazone.—In the subject index to volume 148 of THE 
JOURNAL, April 26, 1952, on page 1573, the word “nitrofuracin” 
should read “nitrofurazone.” 
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MEETINGS 








American Medical Association, Chicago, June 9-13. Dr. George F. Lull, 
535 North Dearborn St., Chicago 10, Secretary. 


AMERICAN ACADEMY OF PepiATRICS, Areal Meeting, Hotel Statler, Wash- 
ington, D. C., May 22-24. Dr. E. H. Christopherson, 636 Church S\ 
Evanston, IIl., Executive Secretary. 

AMERICAN ACADEMY OF TUBERCULOSIS PHysICIANS, Chicago, June 7. Dr. 
Oscar S. Levin, P. O. Box 7011, Denver, Secretary. 

AMERICAN ASSOCIATION OF GENITO-URINARY SURGEONS, Seaview Country 
Club, Absecon, N. J., June 19-21. Dr. Norris J. Heckel, 122 South 
Michigan Ave., Chicago 3, Secretary. 

AMERICAN ASSOCIATION ON MENTAL DEFICIENCY, Hotel Bellevue-Stratford, 
Philadelphia, May 26-31. Dr. Neil A. Dayton, P. O. Box 96, Willimantic, 
Conn., Secretary. 

AMERICAN BLOOD IRRADIATION SociETy, Conrad Hilton Hotel, Chicago, 
June 7-8. Dr. H. T. Lewis, 5230 Center Ave., Pittsburgh, Secretary. 

AMERICAN BRONCHO-ESOPHAGOLOGICAL ASSOCIATION, Royal York Hotel, 
Toronto, Canada, May 20-21. Dr. Edwin N. Broyles, 1100 North Charles 
St., Baltimore 1, Secretary. 

AMERICAN COLLEGE OF CHEST PHYSICIANS, Congress Hotel, Chicago, June 
5-8. Mr. Murray Kornfeld, 112 East Chestnut St., Chicago, Executive 
Secretary. 

AMERICAN DIABETES ASSOCIATION, Drake Hotel, Chicago, June 7-8. Dr. 
J. A. Reed, 11 West 42d St., New York 36, Secretary. 

AMERICAN GERIATRICS Society, Hotel LaSalle, Chicago, June 5-7. Dr 
Malford W. Thewlis, 25 Mechanic St., Wakefield, R. I., Secretary. 

AMERICAN HEARING Society, Chicago, June 28. Mrs. Francis E. Lee, 817 
14th St. N.W., Washington 5, D. C., Secretary. 

AMERICAN LARYNGOLOGICAL ASSOCIATION, Royal York Hotel, Toronto, 
Canada, May 23-24, Dr. Louis H. Clerf, 1530 Locust St., Philadelphia 2, 
Secretary. 

AMERICAN LARYNGOLOGICAL, RHINOLOGICAL AND OTOLOGICAL Society, Royal 
York Hotel, Toronto, Canada, May 20-22. Dr. C. Stewart Nash, 277 
Alexander St., Rochester 7, N. Y., Secretary. 

AMERICAN MEDICAL WOMEN’S ASSOCIATION, Chicago, June 8. Dr. Lucille 
Marsh, 1168 Briarcliff Road, N.E., Atlanta, Ga., Corresponding Secre- 
tary. 

AMERICAN OPHTHALMOLOGICAL Society, Hot Springs, Va., June 5-7. Dr. 
Maynard C. Wheeler, 30 West 59th St., New York 19, Secretary. 

AMERICAN ORTHOPEDIC ASSOCIATION, London, England, June 30-July 4 
Dr. C. Leslie Mitchell, Henry Ford Hospital, Detroit 2, Secretary. , 

AMERICAN OTOLOGICAL SociETy, Royal York Hotel, Toronto, Canada, May 
18-19. Dr. John R. Lindsay, 950 East 59th St., Chicago 37, Secretary: 

AMERICAN PROCTOLOGIC SociETY, Milwaukee, June 4-7. Dr. Stuart T. Ross, 
131 Fulton Ave., Hempstead, L. I., N. Y., Secretary. 

AMERICAN RADIUM Society, Chicago, June 8. Dr. John Wirth, 635 Herki- 
mer St., Pasadena 1, Calif., Secretary. 

AMERICAN RHEUMATISM ASSOCIATION, Conrad Hilton Hotel, Chicago, June 
6-7. Dr. William H. Kammerer, 33 East 61st St., New York 21, 
Secretary. 

AMERICAN SOCIETY FOR THE STUDY OF STERILITY, Chicago, June 7-8. Dr. 
Walter W. Williams, 20 Magnolia Terrace, Springfield 8, Mass., Secre- 
tary. 

AMERICAN THERAPEUTIC Society, Blackstone Hotel, Chicago, June 5-8 
Dr. Oscar B. Hunter Jr., 915 Nineteenth St. N.W., Washington 6, D. C., 
Secretary. 

AMERICAN TRUDEAU Society, Hotel Statler, Boston, May 26. Dr. John D. 
Steele, 1790 Broadway, New York 19, Secretary 

AMERICAN UROLOGICAL ASSOCIATION, Chalfonte-Haddon Hall, Atlantic 
City, N. J., June 23-26. Dr. Charles H. deT. Shivers, Boardwalk 
National Arcade Blidg., Atlantic City, N. J., Secretary. 

AMERICAN VETERINARY MEDICAL ASSOCIATION, Ambassador Hotel, Atlantic 
City, N. J., June 23-26. Dr. J. C. Hardenbergh, 600 South Michigan 
Ave., Chicago 5, Executive Secretary. 

CATHOLIC HOSPITAL ASSOCIATION OF THE UNITED STATES AND CANADA, 
Cleveland, May 26-29. Rev. John J. Flanagan, S.J., 1438 South Grand 
Bivd., St. Louis 4, Director. 

IDAHO STATE MEDICAL ASSOCIATION, Sun Valley, June 15-18. Dr. Robert S. 
McKeon, 305 Sun Bldg., Boise, Secretary. 

MAINE MEDICAL ASSOCIATION, Samoset Hotel, Rockland, June 22-24. Mr 
W. Mayo Payson, 142 High Strect, Portland 3, Executive Secretary. 

MASSACHUSETTS MEDICAL SociETy, Hotel Statler, Boston, May 19-22. Dr. 
H. Quimby Gallupe, 22 Fenway, Boston 15, Secretary. 

MEDICAL LiBRARY ASSOCIATION, Lake Placid Club, Lake Placid, N. Y., 
June 24-27. Miss Caroline Riechers, 1758 West Harrison St., Chicago 12, 
Secretary. 

MINNESOTA STATE MEDICAL ASSOCIATION, Minneapolis, May 26-28. Dr. 
B. B. Souster, 496 Lowry Medical Arts Bldg., St. Paul 2, Secretary. 

NATIONAL TUBERCULOSIS ASSOCIATION, Copley Plaza and Statler Hotels, 
Boston, May 26-30. Mr. Kemp D. Battle, 1790 Broadway, New York 19, 
Secretary. 
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New JERSEY, MEDICAL SociETy oF, Haddon Hall, Atlantic City, May 19-21. 

Dr. Marcus H. Greifinger, 315 West State St., Trenton 8, Secretary. 

NorTH AMERICAN CHAPTER, INTERNATIONAL SOCIETY OF ANGIOLOGY, Conrad 
Hilton Hotel, Chicago, June 7. Dr. Henry Haimovici, 105 East 90th St., 
New York 28, Secretary. 

OcpEN SuRGICAL SociETy, Orpheum Theater, Ogden, Utah, May 21-23. Dr. 
George M. Fister, Ogden, Utah, President. 

Quio STATE MEDICAL AssociATION, Cleveland, May 20-22. Mr. Charles S. 
Nelson, 79 East State St., Columbus 15, Executive Secretary. 

OKLAHOMA STATE MEDICAL AssociATION, Oklahoma City, May 19-21. Mr. 
R. H. Graham, 1227 Classen St., Oklahoma City, Executive Secretary. 

SoclETY FOR INVESTIGATIVE DERMATOLOGY, Hotel Sherman, Chicago, June 
7-8. Dr. Herman Beerman, 255 South 17th St., Philadelphia 3, Secretary. 

SoclETY FOR VASCULAR SuRGERY, Chicago, June 8, Dr. George D. Lilly, 
331 Ingraham Bldg., Miami 32, Fla., Secretary. 
South DaKoTA STATE MEDICAL AssoOciaTION, Sioux Falls, May 18-20. Dr. 
L. J. Pankow, 302 First National Bank Bldg., Sioux Falls, Secretary. 
THE ENpocRINE Society, Palmer House, Chicago, June 5-7. Dr. Henry 
H. Turner, 1200 North Walker St., Oklahoma City 3, Secretary 

UppER PENINSULA MEDIcaL Society, Country Club, Iron Mountain, Mich., 
June 27-28. Dr. E. Theodore Palm, 412 Superior Ave., Crystal Falls, 
Mich., Secretary. 

WyoMING STATE MeEpicaL Society, Nobel Hotel, Lander, June 5-7. Dr. 
Glenn W. Koford, 2020 Carey Ave., Cheyenne, Secretary. 


INTERNATIONAL 

AUSTRALASIAN MEDICAL CONGRESS, Melbourne Victoria, Australia, Aug. 
22-30. Dr. C. H. Dickson, Medical Society Hall, 426 Albert St., East 
Melbourne, Victoria, Australia, General Secretary. 

COMMONWEALTH AND EMPIRE HEALTH AND TUBERCULOSIS CONFERENCE, 
Central Hall, London, England, July 8-13. Dr. J. H. Harley Williams, 
Tavistock House North, Tavistock Sq., London, W.C.1, England, Sec- 
retary General. 

CONGRESS OF THE INTERNATIONAL DIABETES FEDERATION, Leyden, Nether- 
lands, July 7-12. Dr. F. Gerritzen, 33, Prinsegracht, The Hague, Nether- 
lands, Secretary. 

EuroPEAN CONGRESS OF CARDIOLOGY. University of London, Bloomsbury, 
W.C.1, England, Sept. 10-12. Dr. K. Shirley Smith, 35 Wimpole St., 
London, W.1, England, Secretary. 

FUROPEAN SOCIETY OF CARDIOVASCULAR SURGERY, Strasbourg, France, Oct. 
3-4, Sir James Learmonth, Department of Surgery, University New 
Buildings, Edinburgh 8, Scotland. 

JNTERAMERICAN CARDIOLOGICAL CONGRESS, Buenos Aires, Argentina, Aug. 
31-Sept. 7. Dr. Blas Moia, Larrea 1132, Buenos Aires, Argentina, 
Secretary-General. 

INTER-AMERICAN CONGRESS OF PuBLIC HEALTH, Havana, Cuba, Sept. 27- 
Oct. 1. Pan-American Sanitary Bureau, 2001 Connecticut Ave., Wash- 
ington, D. C. 

INTER-AMERICAN CONGRESS OF RADIOLOGY, Mexico City, Mexico, Nov. 2-8. 
Dr. Guido Torres Martinez, Marsella No. 11, Mexico, D.F., Sectetary- 
General. 

INTERNATIONAL COLLEGE OF SurRGEONS, Madrid, Spain, May 20-24. Dr. 
Max Thorek, 850 West Irving Park Road, Chicago, Ill, U. S. A., 
Secretary-General. 

INTERNATIONAL CONGRESS OF ACUPUNCTURE, Hall of Conferences, Maison 
du Medecin, Paris, France, May 17-20. Secretariat, 8, Avenue Franklin 
Roosevelt, Paris, Ville, France. 

INTERNATIONAL CONGRESS OF BIOCHEMISTRY, Paris, France, July 21-27. 
Prof. Jean Courtois, 4, Avenue de l’Observatoire, Paris 6°, France, 
Secretary. 

INTERNATIONAL CONGRESS OF DERMATOLOGY AND SyYPHILOLOGY, London, 
England, July 21-26. Dr. Gordon B. Mitchell-Heggs, 5, Lisle St., 
London, W.C.2, England, General Secretary. 

INTERNATIONAL CONGRESS OF DiETETICS, Royal Tropical Institute, Amster- 
dam, The Netherlands, July 7-11. Miss Diane J. Ten Haaf, Educational 
Bureau of the Nutritional Council, 42 Koninginnegracht, The Hague, 
Netherlands, General Secretary. 

INTERNATIONAL CONGRESS ON DISEASES OF THE CHEST, Rio de Janeiro, 
Brazil, Aug. 24-30. Mr. Murray Kornfeld, 112 East Chestnut St., Chicago 
11, Illinois, Executive Secretary. 

INTERNATIONAL CONGRESS OF HAEMATOLOGY, Mar del Plata, Argentina, 
Sept. 21-26. Dr. Carlos Reussi, Anchorena 1710, Buenos Aires, Argen- 
tina, Secretary. 

INTERNATIONAL CONGRESS OF HEALTH TECHNICIANS, Palais de la Mutualite, 
Paris, France, June 9-14. Secretariat General, 6 Square Desaix, Paris 
XV°, France. 

INTERNATIONAL CONGRESS OF THE History OF MEDICINE, Nice-Cannes, 
France, and Monaco, Sept. 8-18. Dr. F. A. Sondervorst, 124 Avenue 
des Allies, Louvain, Belgium, Secretary-General. 

INTERNATIONAL CONGRESS ON HYDATID DISEASE, Santiago, Chile, Nov. 21- 
24. Organizing Committee, P. O. Box 9183, Santiago, Chile. 

INTERNATIONAL CONGRESS OF INTERNAL MEDICINE, Friends House, London, 
N.W.1, Eng. Sept. 15-18. Sir Harold Boldero, 12 Pall Mall East, 
London, S.W.1, England, Secretary. 

INIERNATIONAL CONGRESS ON Mepicat Recorps, London, England, Sept. 
7-12. Miss Gwen Perkins, 120 C Street S.E., Washington, D. C., Chair- 
man. 

INIERNATIONAL CONGRESS OF MEDICINE AND Sport, Paris, France. May 29- 
June 1, Prof. Chailley-Bert, 1 rue Lacretelle, Paris 15°, France, Chair- 
man, 

INTERNATIONAL CONGRESS ON NEUROPATHOLOGY, Rome, Italy, Sept. 8-13. 
Dr. Armando Ferraro, 722 W. 168th St., New York, N. Y., U. S. A., 

Secretary General. 
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INTERNATIONAL CONGRESS OF PuHysIcAL Mepicine, London, England, July 
14-19. Dr. A. C. Boyle, 45, Lincoln’s Inn Fields, London, W.C.2, 
England, Hon. Secretary. 

INTERNATIONAL CONGRESS OF PHYSIOPATHOLOGY OF ANIMAL REPRODUCTION 
AND ARTIFICIAL INSEMINATION, Copenhages, Denmark, July 7-10. Prof. 
Ed. Sorensen, The Royal Veterinary and Agricultural College, Bilow- 
svej 13, Copenhagen V, Denmark. 

INTERNATIONAL CONGRESS OF URroLoGy, The Waldorf-Astoria, New York, 
N. Y., U. S. A., Sept. 15-18. Dr. John A. Taylor, 2 East 54th St., New 
York, N. Y., U. S. A., Secretary-General. 

INTERNATIONAL SOCIETY OF GEOGRAPHIC PATHOLOGY, Liége, Belgium, July 
15-18. Dr. Fred C. Roulet, Habelstr. 24, Basei, Switzerland, Secretary 
General. 

INTERNATIONAL UNION AGAINST TUBERCULOSIS, Rio de Janeiro, Brazil, 
Aug. 24-27. Prof. Etienne Bernard, 66 Blvd. St. Michel, Paris 6e, France, 
Secretary-General. 

NEURORADIOLOGIC SYMPOSIUM, Stockholm, Sweden, Sept. 17-20. Docent 
Ake Lindbom, Symposium Neuroradiologicum, Serafimerlasarettet, Stock- 
holm K., Sweden, Secretary. 

Wortp Meovicat AssociaTion, Athens, Greece, Oct. 12-16. Dr. Louis H. 
Bauer, 2 East 103d St., New York 29, N. Y., Secretary General 





EXAMINATIONS 
AND LICENSURE 








NATIONAL BOARD OF MEDICAL EXAMINERS 

NATIONAL BOARD OF MEDICAL EXAMINERS: Parts 1 and II, June 18-20; 
Part I, September. All centers where there are five or more candidates. 
Exec. Sec., Dr. John P. Hubbard, 225 S. 15th St., Philadelphia 2. 


EXAMINING BOARDS IN SPECIALTIES 

AMERICAN BOARD OF ANESTHESIOLOGY: Various Locations, July 18. Final 
date for filing application was Jan. 18. Sec., Dr. C. B. Hickcox, 80 Sey- 
mour St., Hartford 15. 

AMERICAN BOARD OF DERMATOLOGY AND SYPHILOLOGY: Oral. Chicago, May 
1952. Final date for filing application was Feb. 1, 1952. Candidates must 
have completed three years of approved training prior to July 1, 1952. 
Sec., Dr. George M. Lewis, 66 E. 66th St., New York 21. 

AMERICAN BOARD OF INTERNAL MEDICINE: Written. Various centers and 
overseas, Oct. 20. Closing date for the acceptance of applications for 
the written examination was May 1. Oral. Chicago, June 5-7, San 
Francisco, September or October; New York City, November or 
December. Subspecialty: Gastroenterology. Examination. Chicago, 
June 7. Exec. Sec.-Treas., Dr. William A. Werrell, 1 West Main Street, 
Madison 3. 

AMERICAN BOARD OF NEUROLOGICAL SuRGERY: Oral. Chicago, May 1952. 
Final date for filing applications for the May 1952 examination was 
Jan. 1. Sec., Dr. W. J. German, 789 Howard Ave., New Haven 4, Conn. 

AMERICAN BOARD OF OBSTETRICS AND GYNECOLOGY: Oral. Chicago, June 
7-13, 1952. Final date for filing application was Feb. 1, 1952. Sec., Dr. 
Robert L. Faulkner, 2105 Adelbert Road, Cleveland 6. 

AMERICAN BOARD OF OPHTHALMOLOGY: Practical. Philadelphia, May 29- 
June 3; Chicago, Oct. 6-10 and New York City, June 6-10, 1953. Sec., 
Dr. Edwin B. Dunphy, 56 Ivie Road, Cape Cottage, Maine. 

AMERICAN BOaRD OF ORTHOPAEDIC SURGERY: The deadline for the receipt 
of applications for the 1953 Part Il examinations is Aug. 15. Sec., Dr. 
Harold A. Sofield, 122 S. Michigan Ave., Chicago. 


AMERICAN BOARD OF OTOLARYNGOLOGY. Tororto, May 13-17; Chicago, Oct. 
6-10. Sec., Dr. Dean M. Lierle, University Hospitals, lowa City. 


AMERICAN BoarD OF PEDIATRICS: Oral. San Francisco, June 27-29; Chicago, 
October and Boston, late November. Exec. Sec., Dr. John McK. 
Mitchell, 6 Cushman Road, Rosemont, Pa. 

AMERICAN BOARD OF PHYSICAL MEDICINE AND REHABILITATION: Parts I 
and II. Chicago. June 8 and 9. Sec., Dr. Robert L. Bennett, Georgia 
Warm Springs Foundation, Warm Springs, Ga. 

AMERICAN BOARD OF PLASTIC SURGERY: Oral and Written. St. Louis, May 
17-19. Sec., Dr. Bradford Cannon, 4647 Pershing Ave., St. Louis 8. 

AMERICAN BoarRD OF ProcToLoGy. Part I. Kansas City, Minneapolis, Phila- 
delphia and San Francisco. May 3. Examination includes both oral and 
written examinations in the basic sciences. Dates and places tentative. 
Sec., Dr. Louis A. Buie, 102-110 2d Ave., S.W., Rochester, Minn. 

‘AMERICAN BOARD OF PSYCHIATRY AND NEUROLOGY: Chicago, June 13-14. 
Final date for filing applications was March 15. New York City, Dec. 
15-16. Final date for filing applications is Sept. 15. Sec.-Treas., Dr. 
David A. Boyd, Jr., 102-110 Second Ave. S.W., Rochester, Minn. 

AMERICAN BoarD OF RADIOLOGY: Oral. Spring 1952. Final date for filing 
application was Dec. 31. Sec., Dr. B. R. Kirklin, 102-110 Second Ave., 
S.W., Rochester, Minn. 

AMERICAN BOARD OF SuRGERY: Written. Various Centers. October 1952. 
Sec., Dr. J. Stewart Rodman, 225 15th St., Philadelphia. 
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Brown, Samuel Albertus ® New York; born in Newark, N. J., 
Jan. 7, 1874; University of the City of New York Medical 
Department, New York, 1894; dean from 1915 to 1932, when 
he became dean emeritus and member of the council, and a 
member of the faculty from 1896 to 1932 of New York Univer- 
sity and Bellevue Hospital Medical College, now known as the 
New York University College of Medicine; received the New 
York University Alumni Meritorious Service Award in 1932; his 
service to the college was commemorated also by establishment 
of the Samuel A. Brown chair of therapeutics; as chairman of 
the council committee on medicine and dentistry, aided in’ the 
development of plans for the New York University-Bellevue 
Medical Center and became vice-chairman of the board of 
trustees; specialist certified by the American Board of Internal 
Medicine; fellow of the American College of Physicians; past 
president of the New York Academy of Medicine; president of 
the New York University College of Medicine Alumni Associ- 
ation, 1923-1924; member of the New York Academy of 
Sciences, the Sons of the American Revolution, Harvey Society, 
and the New York Society of Military and Naval Officers; a 
member of the board of directors at Doctors Hospital and con- 
sultant for the New York Society for the Relief of the Ruptured 
and Crippled; consulting physician, Fitkin Memorial Hospital, 
Neptune, N. J.. Monmouth Memorial Hospital, Long Branch, 
N. J., North Hudson Hospital, Weehawken, N. J., and Willard 
Parker, Bellevue, and French hospitals; served as a lieutenant 
colonel of the U. S. Army Medical Corps Reserve; received 
the honorary doctor of public health degree from New York 
University in 1926; died in Pompano, Fla., March 16, aged 78, 
of coronary occlusion. 


Judy, Arthur Sinclair ® Medical Director, Captain, U. S. Navy, 
retired, Los Angeles; born in Los Angeles, June 29, 1893; College 
of Physicians and Surgeons, Los Angeles, 1917; served an intern- 
ship at the Los Angeles County Hospital; entered the U. S. Naval 
Reserve as a lieutenant (jg) in the medical corps in 1917; in 1918 
transferred to the medical corps of the regular Navy; from 1919 
to 1922, served aboard the USS Albany, then attached to the 
Asiatic fleet; and from 1926 to 1929 with the Garde d’Haiti 
at Port au Prince, Haiti; served as head of the medical and 
cardiac service at various naval hospitals; while serving as chief 
of the cardiac service at the Naval Hospital, Philadelphia, 1935- 
1937, was also a member of the cardiac clinic, Philadelphia 
General Hospital; in 1941-1942 was commanding officer of the 
Navy Mobile Hospital number | in New York; executive officer, 
Hospital Corps School, Great Lakes, IIl., 1942-1943; ordered to 
the Naval War College, Newport, R. I., for a course of instruc- 
tion and then to the U. S. Naval Base Hospital number 3 in the 
South Pacific where he served as commanding officer for two 
years; served in the Washington; D. C., area on three occasions: 
Naval Medical School in 1922, U. S. Naval Dispensary in 1929, 
and the Navy Department in 1946; retired on May 1, 1948; for 
his World War II services at Base Hospital number 3 was 
awarded the Bronze Star Medal; received the Distinguished 
Service Medal from the Republic of Haiti for services while 
serving with the Garde d’Haiti, Port au Prince; awarded the 
World War I Victory Medal, American Defense Service Medal, 
Asiatic Pacific Campaign Medal, and the World War II Victory 
Medal; specialist certified by the American Board of Internal 
Medicine; died in the California Hospital Jan. 4, aged 58, of 
pneumonia. 


Faris, James Edge © Medical Director, U. S. Public Health 
Service, Fort Monroe, Va.; born in Red Hill, Va., Aug. 1, 1889; 
University of Virginia Department of Medicine, Charlottesville, 
1916; commissioned an assistant surgeon in the U. S. Public 
Health Service in 1917; became a surgeon in 1925, senior 
surgeon in 1937, and medical director in 1943; engaged in anti- 
typhus work in Boston and was an immigration examiner in 





® Indicates Fellow of the American Medical Association. 


Montreal, Canada; in 1922 student officer at the Hygienic 
Laboratory in Washington, D. C.; executive officer, Marine 
Hospital, Ellis Island, 1922-1923; chief quarantine officer, 
Virgin Islands, 1923-1925; medical adviser to the American 
Consul, Gothenburg, Sweden, 1926-1928, and to the American 
Consul General, Genoa, Italy, 1928-1931; hospital administrator 
to the U. S. Indian Service, Washington, D. C., 1931-1935: 
medical officer in charge of the Marine Hospital in Mobile, Ala., 
1935-1936, with the Alabama State Health Department in Mont- 
gomery, 1936-1937, and the Nebraska State Health Department, 
1937-1938; medical officer in charge of the U. S. Quarantine 
Station, Fort Monroe, since September, 1938; died Jan. 20, aged 
62, of coronary occlusion. 


Brumm, Seth Arthur @ Philadelphia; born in Minersville, Pa.. 
Feb. 27, 1882; University of Pennsylvania Department of Medi- 
cine, Philadelphia, 1906; specialist certified by the American 
Board of Otolaryngology; member of the American Academy 
of Ophthalmology and Otolaryngology and the American 
Laryngological, Rhinological and Otological Society; past presi- 
dent of the Philadelphia County Medical Society, which in 1936 
presented him with the 13th Dr. I. P. Strittmatter Award “in 
recognition of his accomplishments in the activities of organized 
medicine”; appointed chief of the division of communicable dis- 
eases of the Philadelphia Department of Public Health in 1932 
and in the same year elected president of the Philadelphia Associ- 
ation of Tuberculosis Clinics; served during World War |; for- 
merly affiliated with St. Luke’s and Presbyterian hospitals; died 
in Pottsville, Pa., Feb. 21, aged 69. 


Casey, John Francis © Boston; born in Groton, Conn., in 1885: 
Columbia University College of Physicians and Surgeons, New 
York, 1909; past president (three terms) of the Middlesex South 
District Medical Society; councilor of the Massachusetts Medical 
Society; member of the American Heart Association, New Eng- 
land Diabetes Association, and the American Association for 
the Advancement of Science; member of the Massachusetts 
Examining Physicians Society; medical director of the Civilian 
Defense and of the Red Cross for Brighton and Allston during 
World War II and member of the Procurement and Assignment 
Board of Physicians; past president of St. Luke’s Guild; formerly 
chief of medical service at St. Elizabeth’s Hospital; consulting 
physician, Whidden Memorial Hospital in Everett, Mass., and 
Leonard Morse Hospital in Natick, Mass.; died March 5, aged 
66, of myocarditis. 


Guion, Edward ® Pleasantville, N. J.; born in Yonkers, N. Y., 
July 21, 1873; Medico-Chirurgical College of Philadelphia, 1899: 
member of the House of Delegates of the American Medical 
Association in 1912, 1914, 1916, 1917, and 1919; member of 
the American Psychiatric Association, Association for Research 
of Nervous and Mental Diseases, and the American Public 
Health Association; served during World War I; formerly prac- 
ticed in Atlantic City, where he was president of the Atlantic 
County Medical Society; first health officer for many years and 
on the staff of the Atlantic City Hospital; for many years affili- 
ated with Atlantic County Hospital for Mental Diseases in 
Northfield and Shore Memorial Hospital in Somers Point; died 
Feb. 21, aged 78, of acute coronary occlusion. 


Cohen, Louis ® Philadelphia; born in Philadelphia June 17, 
1899; University of Pennsylvania School of Medicine, Philadel- 
phia, 1923; clinical professor of medicine at Temple University 
School of Medicine; member of the American College of Chest 
Physicians and the American Trudeau Society; senior clinical 
physician, division of tuberculosis, city health department; chief 
visiting physician for the tuberculosis department of the Phila- 
delphia General Hospital and the Philadelphia Hospital for 
Contagious Diseases; chief of the chest department at Mont- 
gomery Hospital in Norristown, and chief of the pneumothorax 
clinic in Norristown for the state; medical director of Eagleville 
(Pa.) Sanatorium for Consumptives; died Feb. 23, aged 52, of 
cerebral hemorrhage. 
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Burrows, Frederick Nelson, Bathgate, N. D.; McGill University 
Faculty of Medicine, Montreal, Canada, 1885; member of the 
American Medical Association; first president of the North 
Dakota State Board of Medical Examiners; died in Grand Forks 
Feb. 20, aged 96, following a hip fracture received in a fall. 


Button, Meade A., Overland, Mo.; St. Louis College of Physi- 
cians and Surgeons, 1910; died in the Veterans Administration 
Hospital, Jefferson Barracks, March 6, aged 66, of coronary 
thrombosis. 


Carlyle, John Bethune, Burlington, N. C.; Jefferson Medical 
College of Philadelphia, 1926; member of the American Medical 
Association; died Dec. 1, aged 50, of intracranial hemorrhage 
and hypertension. 


Carson, Simeon Clark, Washington, D. C.; Howard University 
College of Medicine, Washington, 1933; died March 4, aged 44, 
of virus pneumonia. 

Chastain, Walter C., Ellijay, Ga.; Hospital Medical College, 
Eclectic, Atlanta, 1911; died Dec. 10, aged 67, of cirrhosis of 
the liver. 


Chopin, George F., St. Louis; Missouri Medical College, St. 
Louis, 1896; member of the American Medical Association; 
affiliated with De Paul Hospital, where he died Feb. 27, aged 77, 
of heart disease. 

Clark, Philip Johnston, Hays, Kan.; University of Chicago School 
of Medicine, 1940; member of the American Medical Associa- 
tion; specialist certified by the American Board of Surgery; cer- 
tified by the National Board of Medical Examiners; served in 
the South Pacific during World War II; resident in surgery from 
1946 to 1949 at the University of Kansas Medical Center, 
Kansas City, Kan., where he died March 23, aged 36, of 
leukemia. 

Clarke, Harry Carver © Lynn, Mass.; Harvard Medical School, 
Boston, 1910; affiliated with Union and Lynn hospitals; died 
Feb. 21, aged 73, of coronary disease. 

Cochran, Arthur Conley, Atlanta, Ga.; Meharry Medical Col- 
lege, Nashville, Tenn., 1915; died Dec. 17, aged 65, of lobar 
pneumonia and a cerebral vascular accident. 

Cooley, Elias Earle ® Colonel, U. S. Army, retired, Greenville, 
S. C.; Jefferson Medical College of Philadelphia, 1912; entered 
the medical corps of the U. S. Army as a first lieutenant in 
December, 1917, rose through the various grades, and retired 
as a colonel in October, 1945; specialist certified by the Ameri- 
can Board of Internal Medicine; fellow of the American College 
of Physicians; at one time assistant professor of military science 
at Johns Hopkins University School of Medicine, Baltimore; 
died in Greenville General Hospital Feb. 18, aged 62. 


Dunham, Alonzo Hathaway, Dayton, Ohio; Jefferson Medical 
College of Philadelphia, 1899; past president of the Dayton 
Obstetrical and Gynecological Society; served on the staff of the 
Miami Valley Hospital; died Feb. 16, aged 77, of heart block 
following a prostatectomy. 


Ehrhart, Lawrence Albert, Allison Park, Pa.; University of 
Pittsburgh School of Medicine, 1943; served during World War 
Il; died in Veterans Administration Hospital, Aspinwall, Jan. 20, 
aged 35, of brain tumor. 


Faletti, Anthony John, Miami, Fla.; University of Illinois College 
of Medicine, Chicago, 1928; member of the Illinois State Medical 
Society, and American Medical Association; served during 
World War II; died in Coral Gables Jan. 4, aged 50, of intestinal 
obstruction and adenocarcinoma of the ascending colon. 


Firestone, Charles, Seattle; New York University and Bellevue 
Hospital Medical College, New York, 1922; member of the 
American Medical Association and the American Academy of 
Ophthalmology and Otolaryngology; specialist certified by the 
American Board of Otolaryngology; physician for U. S. govern- 
ment hospitals in Alaska from 1923 to 1929; served during 
World War II; on the staff of Columbus Hospital; died Jan. 18, 
aged 54, of hypertension and acute coronary infarction. 


Fleeger, Abram Boyd, Willow Lake, S. D.; Washington Univer- 
sity School of Medicine, St. Louis, 1901; died in St. John’s 
Hospital, Huron, Dec. 29, aged 81, of uremia and myocarditis. 
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Gedert, John Joseph, Clyde, Ohio; St. Louis University School 
of Medicine, 1922; member of the American Medical Associa- 
tion; served during World War I; died in American Hospital, 
Chicago, March 28, aged 55, of bronchopneumonia and car- 
cinoma of the stomach and esophagus. 


Godbold, John Cooper © Whatley, Ala.; University of Alabama 
School of Medicine, Mobile, 1911; died in Grove Hill Jan. 30, 
aged 63, of cardiorenal disease and hemorrhage of the stomach. 


Going, Robert, Calhoun City, Miss.; Memphis (Tenn.) Hospital 
Medical College, 1908; died Dec. 26, aged 76, of coronary 
thrombosis. 


Gould, Isaac Lawrence © Des Moines, lowa; State University of 
lowa College of Medicine, lowa City, 1919; served during World 
War I; affiliated with Veterans Administration Center, where he 
died Jan. 3, aged 58, of coronary occlusion. 


Guthrie, Ewing S., Denver; St. Louis College of Physicians and 
Surgeons, 1888; member of the American Medical Association; 
served on the staff of St. Luke’s Hospital; died Feb. 10, aged 89. 


Hall, Thomas M., Milledgeville, Ga.; Southern Medical College, 
Atlanta, 1893; member of the American Medical Association; 
died Jan. 30, aged 80, of cerebral hemorrhage and hypertension. 


Hanby, Elmus Knowles, Attalla, Ala.; Birmingham Medical 
College, 1902; member of the American Medical Association; 
died in Gadsden Jan. 29, aged 71, of coronary thrombosis and 
arteriosclerosis. 

Harrell, Augustus O., Milan, Ga.; Emory University (Ga.) School 
of Medicine, 1918; member of the American Medical Associa- 
tion; died in Eastman (Ga.) Hospital Feb. 17, aged 71, of 
cerebral hemorrhage. 


Harrop, Joseph Kester, West Warwick, R. I.; Hahnemann Medi- 
cal College and Hospital of Philadelphia, 1941; member of the 
American Medical Association; served overseas during World 
War II; affiliated with Roger Williams General Hospital in 
Providence, and the Kent County Memorial Hospital in War- 
wick, where he died Jan. 27, aged 36, of cerebral hemorrhage 
and hypertension. 


Hill, Anthony John, Philadelphia: Jefferson Medical College of 
Philadelphia, 1896; died in Dufur Hospital, Ambler, Pa., March 
22, aged 79. 

Holland, Homer Jay, Mukwonago, Wis.; University of Wisconsin 
Medical School, Madison, 1943; member of the American 
Medical Association; served in the Pacific theater during World 
War II; died recently, aged 33. 


Howland, Edward De Monte © Chicago; Rush Medical College, 
Chicago, 1886; an Associate Fellow of the American Medical 
Association; fellow of the American College of Surgeons; served 
on the staff of the Illinois Masonic Hospital; died March 27, 
aged 93, of bronchopneumonia, carcinoma of the rectum, and 
arteriosclerosis. 

Howlett, Howard Henry @ Silver Spring, Md.; George Washing- 
ton University School of Medicine, Washington, D. C., 1907; 
died Jan. 19, aged 68, of coronary heart disease. 


Jamison, David Kincaid © Denison, Texas; University of Texas 
School of Medicine, Galveston, 1910; on the staff of the Ma- 
donna Hospital; surgeon for the Missouri-Kansas-Texas Railway 
Company; died recently, aged 65, of diabetes mellitus and 
uremia. 


Kafer, Oscar Adolph ® New Bern, N. C.; University of Mary- 
land School of Medicine, Baltimore, 1934; died Dec. 29, aged 43, 
of angina pectoris and myocarditis. 


Kato, Hideo Henle, Ogden, Utah; University of Louisville (Ky.) 
School of Medicine, 1941; member of the American Medical 
Association; was decorated with three battle stars during World 
War II; consulting psychiatrist, Utah State Training School in 
American Fork; died March 26, aged 37, of uremia. 


Kelsey, James Henry, Cassopolis, Mich.; University of Michigan 
Department of Medicine and Surgery, Ann Arbor, 1901; served 
during World War I; formerly mayor, county physician, and 
Cass county coroner; died in Memorial Hospital, St. Joseph, 
Feb. 29, aged 73, of cerebral vascular accident. 
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GOVERNMENT SERVICES 


NAVY 


Course in Radioactivity—A course of instruction in the medical 
aspects of special weapons and radioactive isotopes will be held 
at the Naval Medical School, National Naval Medical Center, 
Bethesda, Md., May 19-24. This course is primarily for inactive 
reserve medical officers but a limited number of officers on active 
duty may attend. The problems likely to confront medical and 
dental officers in the field of radioactivity and techniques em- 
ployed to counteract these problems will be discussed. 

Inactive reserve medical department officers who reside in the 
Ist, 3rd, 4th, Sth, 6th, 8th, and 9th Naval Districts and the 
Potomac River Naval Command may request active duty orders 
to attend this course of instruction from their respective Dis- 
trict-Commandant. Acceptance of orders to attend this course 
of instruction will not, according to the Surgeon General of the 
Navy, in any way increase the possibility of the officer’s being 
involuntarily recalled to active duty. 


Captain Lane, MC, retires.—Captain Charles W. Lane, MC, 
director of the Naval Reserve Division, Navy’s Bureau of 
Medicine and Surgery, Washington, D. C., was placed on the 
retired list on May 1 after having served more than 34 years 
active and inactive service, over 20 years of which have been 
on active duty. Entering the Naval Reserve Forces as an as- 
sistant surgeon in 1917, he served with the Marines in the Virgin 
Islands during World War I. In 1918, he transferred to the 
regular Navy. In 1927 he resigned and immediately reentered the 
Naval Reserve on an inactive status. From 1927-1941, Dr. Lane 
specialized in surgery and diagnosis in San Diego, California. 
He was recalled to active duty in 1941. Captain and Mrs. 
Lane will return to California and take up residence in their 
permanent home at Great Oaks, Descanso. 





Bronze Star to Captain Coyl.—Capt. Edwin B. Coyl (MC) was 
awarded the Bronze Star Medal for meritorious achievement 
in connection with operations against the enemy in Korea. As 
officer in command of the Naval Hospital on board the USS 
Repose, he displayed exceptionally meritorious conduct in the 
performance of outstanding services. Captain Coyl also dis- 
played outstanding ability in coordinating the various activities 
of his command to attain the maximum efficiency of opera- 
tions. During the period from September, 1950, to July, 1951, 
a total of 8,146 patients were admitted to the hospital and 1,231 
were evacuated to Japan. By his varied abilities and untiring 
efforts, Captain Coy! contributed directly to the high morale 
of the wounded and consequently to the success of the friendly 
allied forces in Korea. 





Society News.—The monthly meeting of the Medical Associ- 
ation of the Isthmian Canal Zone was attended by 50 civilian 
and military physicians on April 15, 1952, at the Naval Hos- 
pital, Coco Solo, Canal Zone. Col. N. W. Elton (MC) of Gorgas 
Hospital, presided. Physicians from the Gorgas Hospital, Colon 
Hospital, Amador Guerrera Hospital (Panamanian), and the 
Army Hospital, Fort Clayton, in addition to members of the 
Naval Hospital Staff attended the meeting. Members of the 
naval hospital staff presented the following program: 

Multiple Congenital Anomalies by Lieut. E. G. McKay (MC), USN. 
Comdr. B. W. Clark (MC), USN, discussed surgery in the case presented. 

Plastic Repair of the Relaxed Abdominal Wall by Lieut. Comdr. J. A. 


Pease (MC), USN. 
Five-Year Results in Malignant Melanomas (with lantern slides) by 


Lieut. (jg) J. J. Humes (MC), USN. 


Personal.—Rear Adm. Lamont Pugh, the Surgeon General, lec- 
tured on “Oral Medicine” before the student body and faculty of 
‘ Jefferson Medical College, Philadelphia, on April 29. Capt. 





John T. Smith, MC, director, dispensary medicine division and 
head of the physical qualifications branch, Aviation Medicine 
Division, has been ordered to duty as executive officer, Naval 
School of Aviation Medicine, Pensacola, Fla. He will be relieved 


by Commander Ross B. Lautzenheiser, MC, who recently re- 
ported to the Bureau of Medicine and Surgery from the staff, 
Commander Naval Forces, Eastern Atlantic. Rear Adm. B. 
Groesbeck Jr., assumed command of the National Naval Medica! 
Center, Bethesda, Md., April 30, relieving Rear Adm. W. J. C. 
Agnew. Dr. Baldwin Lucke, chairman, department of pathol- 
ogy, University of Pennsylvania School of Medicine, Philade|- 
phia, presented the seventh in the series of Naval Medical Schoo! 
Guest Lectures at the Naval Medical Center, Bethesda, Md.. 
April 25, on “The Pathology of Viral Hepatitis in Man and 
Birds.” 








VETERANS ADMINISTRATION 


Veterans of the Korean Conflict.—The Veterans Administra- 
tion announces that at the end of January a total of 2,075 vet- 
erans of the Korean conflict were being hospitalized by the VA. 
A total of 6,830 veterans of the Korean conflict were drawing 
either VA disability compensation or pensions at the end of 
February. 

The VA load of death claims stemming mainly from the 
Korean conflict also is increasing. At the end of February, the 
dependents of 10,388 such deceased veterans were drawing death 
compensation or pensions from VA. Approved indemnity claims, 
up to $10,000 each, for deaths in service or as a result of serv- 
ice since the Korean conflict started totaled 5,975 to the end 
of February. The estimated number of living veterans in civil 
life who had served in the Armed Forces since the Korean con- 
flict started was 716,000. The estimated total of all veterans in 
civil life was 19,179,000, the great majority of whom served 
in World War II and prior wars. Many of the 716,000 veterans 
who have served since the Korean conflict began also served 
during World War II. 


Emergency Repairs to Veterans’ Braces.—More than 30,000 
disabled veterans who have to wear orthopedic braces because 
of disabilities suffered in service may now get emergency re- 
pairs to those braces without prior Veterans Administration 
approval. VA Regional Offices have begun to issue a “Prosthetic 
Service Card—Orthopedic Braces” to each eligible veteran en- 
titling him to this new service. By using this card, a veteran will 
get prompt service from commercial concerns or the Veterans 
Administration when he needs emergency or major repairs to 
his brace. The veteran, on presentation of the prosthetic service 
card at any commercial brace or repair shop, may receive emer- 
gency repairs up to $15 for each brace. 

The card will also establish on-the-spot eligibility for major 
repairs or emergency replacement of orthopedic braces at any 
of the 30 VA orthopedic shops located throughout the country. 
Heretofore, veterans had to obtain prior approval from VA be- 
fore emergency repairs to braces could be authorized. Amputee 
veterans already are receiving this type of emergency repair 
service for prosthetic arms and legs from commercial concerns. 





New Hospital Managers.—Dr. George F. Swanson, manager 
of the VA hospital at Beckley, W. Va., has been named as man- 
ager of the new general medical and surgical hospital at Phila- 
delphia, which is scheduled for completion in July, 1952. Dr. 
Roland W. Hipsley, chief of surgery at the hospital at Minot, 
N. D., has been promoted to manager of that hospital, succeed- 
ing Dr. John B. McHugh, who has been transferred to the posi- 
tion of manager of the new Kansas City, Mo., VA hospital. 


Residencies Available.—Residencies are available at the new 
Veterans Administration Hospital at Albany, N. Y., in internal 
medicine, surgery, and neuropsychiatry. Physicians interested 
should write to Dr. Thomas Hale, Chairman, Deans Commit- 
tee, Albany Medical College, Albany 1, N. Y., or to Dr. Wi!- 
liam Bean, Veterans Administration Hospital, Albany 1, N. Y- 
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COLOMBIA 


Sanitary Campaigns.—Dr. Fred L. Soper, director of the Pan 
American Sanitary Bureau and regional head of the World 
Health Organization (WHO), recently visited Colombia, to 
organize the campaigns against malaria and yellow fever that 
are to be carried out by the above institutions in collabora- 
tion with the government of Colombia. Dr. Soper was ac- 
companied by the following physicians: Dr. José Oswaldo da 
Silva, the head of the fourth zone of the Pan American Sani- 
tary Organization, which includes Bolivia, Brazil, Colombia, 
Fcuador, Pert, and Venezuela; Dr. Enrique Azevedo, head of 
the yellow fever laboratory of the Instituto Oswaldo Cruz of 
Rio de Janeiro; and Dr. Ernesto Miranda, in charge of the 
campaign for the control of the Anopheles mosquito in Puerto 
Rico. The Pan American Sanitary Bureau is interested in carry- 
ing out the following three projects in Colombia: (1) vaccina- 
tion against diphtheria and whooping cough, in collaboration 
with the International Children’s Emergency Fund (UNICEF); 
(2) a campaign against malaria and control of Aedes aegypti, 
in collaboration with the UNICEF, the World Health Organi- 
zation, and the Inter-American Cooperative Department of 
Public Health; and (3) orientation of certain courses of medical 
teaching, which began by offering courses for obstetric nurses 
in the Escuela Superior de Higiene. 

In the development of the 1952 campaign against malaria, 
2,200,000 Colombian pesos will be spent, including 1,000,000 
Colombian pesos, which is to be given by the government of 
Colombia; the rest of the money will be given by international 
organizations. To carry out the campaign systematically, the 
country will be divided into five zones. The center of the cam- 
paign will be the section of malariology of the Ministry of 
Hygiene. It will include, during this year, the Caribbean Sea zone 
(departments of the Atlantic, Bolivar, Magdalene, Antioquia, 
northern regions of Santander, and the Guajira commissariat). 
[his first program covers an area of 116,950 sq. km., with 
1,912,620 persons and 361,541 houses. The 288,609 houses that 
are located in malaria zones will be sprayed with DDT. AIl- 
though this zone is not greatly affected by malaria, it is one 





of the most interesting areas from the economic point of view. - 


It is also the region most infected by Aedes aegypti. It has been 
proved that the vectors of malaria in this area are susceptible 
to DDT as a residual applied in the interior of the houses. It 
is believed that the realization of this intense campaign. will 
result in complete sanitation of the Atlantic coast. 

A similar campaign will be carried out in other zones of 
Colombia in 1953 and later, until there is complete control of 
malaria, which is still a grave problem in Colombia. About 
6,800,000 persons are living in about 1,000,000 houses in 
malarial zones, which include warm and fair climates in places 
at altitudes that vary between 1 and 1,600 m. above sea level. 
According to data from the Ministry of Hygiene, the mortality 
rate from malaria, in the last few years, has been 4,000 deaths 
a year. 


Maternity Clinic for the Middle Class.—Gustavo Restrepo, who 
died some years ago, presented the Hospital San Carlos to 
Bogota. This hospital, which is the best in Colombia, is for 
tuberculous patients. Subsequently, David Restrepo, Gustavo’s 
brother, left a large donation for constructing and organizing 
a maternity clinic, to be named “David Restrepo Clinic.” This 
clinic for middle class women will be opened in August, 1952. 
It has all the modern equipment for the protection of the 
mothers and infants. There are 70 beds, and there is space for 
250 more. Admission is reserved to the wives of workers with 
salaries from 250 to 400 Colombian pesos a month. The total 
charge for prenatal and postnatal care will be 100 Colombian 
pesos. Prenatal care will begin at the fifth month of pregnancy. 





The items in these letters are contributed by regular correspondents in 
the various foreign countries. 
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Medical service, food, and the care of the patient in the clinic 
are free. The small amount that is paid to the clinic is used for 
maintenance. 


Personal.—Dr. Miguel Antonio Rueda Galvis was recently ap- 
pointed Minister of Hygiene. He was chief surgeon in the army 
and professor of urology at the National University. He has al- 
ready taken steps for the realization of the following projects: 
(1) to carry on crusades against malaria and consumption of 
“chicha,” (2) to increase the number of rural physicians, (3) to 
promote improvements in the Instituto Nacional de Higiene (Na- 
tional Institute of Hygiene), and (4) to unify and strengthen the 
crusades against leprosy and tuberculosis. 


ITALY 


Report on Experiments with New Antituberculosis Drug.—The 
editorial “New Antituberculosis Drugs” (J. A. M. A. 148:1034 
[March 22] 1952) aroused great interest in Italy because it co- 
incided with the first official report on isonicotinic acid hydrazide 
given by Prof. Vincenzo Monaldi, director of the sanatorium 
“Principi di. Piemonte” in Naples, at the Neapolitan session 
of the Italian Society of Medicine. Treatment was carried outein 
350 patients. Various Italian pharmaceutical firms supplied the 
drug. This drug is not available on the market and has not 
been approved by the High Commission for Public Hygiene; 
therefore, the physician can make studies of the drug only in 
sanatoriums and state approved hospitals. 

Monaldi assigned the research work to various assistants as 
follows: in vitro experiments to Dr. Nitti; experiments on ani- 
mals to Drs. Curci and Blasi; histological researches to Pro- 
fessor Verga, chairman of the department of pathological 
anatomy at the University of Naples; chemical and biochemical 
researches to Dr. Bazzicalupo; radiological researches to Dr. 
Scanziani; and researches on procedures of injection to De 
Marco, Cantarella, and Filograno. The clinical researches and 
a general coordination of the results were carried out by Pro- 
fessor Monaldi himself and his assistant Babolini. 

. Conclusions from First Results.—In vitro, isonicotinic acid 
hydrazide has an inhibiting activity on the development of 
human and bovine Mycobacterium tuberculosis in very low con- 
centrations (about 0.05 “g per cc.), 20 times less than those re- 
quired for streptomycin (1 #g per cc.). In colonies of bacteria 
that are increasing the inhibiting action takes places gradually. 
The effect is essentially bacteriostatic, but the latest studies do 
not exclude the possibility of a partial bactericidal effect. In 
guinea pigs the inhibiting effect is complete if the initial dose 
of the drug is given at the same time that the bacilli are inocu- 
lated. The therapeutic effect, according to the present experi- 
ments, is partial if the drug is administered after the focus 
caused by the inoculation is in the formative phase. The in- 
hibiting effects in vitro and in vivo are identical for bacilli that 
are sensitive to streptomycin and those that are resistant to strep- 
tomycin and p-aminosalicylic acid. The toxicity of orally given 
isonicotinic acid hydrazide is minimum in the guinea pigs, the 
L.D.5 being 600 mg. per kilogram of body weight. The drug 
is not so effective on the avian Mycobacterium tuberculosis. 

Therapeutic Applications in Man.—In general, from March 1, 
1952, a daily dosage of 200 mg. was given to each patient in 
four doses preferably after the meals. In one group of patients 
dosages ranging from a minimum of 100 mg. to a maximum 
of 400 mg. were given daily. The dosage of 400 mg. did not 
cause any inconvenience, but the results obtained were not 
superior to those obtained with dosages of only 200 mg. Patients 
with all forms of pulmonary and extrapulmonary tuberculosis 
were treated. Most of them, however, had chronic multicavitary 
tuberculosis and highly toxic syndromes; in many patients there 
was resistance to streptomycin and p-aminosalicylic acid. Severe 
toxic phenomena were not observed; sometimes, there were 
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headaches, vertigo, mild excitement, insomnia, full and burning 
stomach, and nausea, but all these disturbances disappeared as 
soon as the dose was diminished or interrupted. No alterations 
of the gastric functions and the blood elements were observed. 
The most beneficial effects were those on the general condition 
of the patients, especially in the patients with highly toxic forms 
of tuberculosis. There were gains in appetite and body weight, 
euphoria, and reduction in the febrile temperature that some- 
times, at the beginning of the treatment, had increased tem- 
porarily. 

Allergy Researches.—In many patients a pronounced increase 
in the reaction to tuberculin was observed. There was also an 
increase in the eosinophils (up to 5%). These surprising effects 
are mild or minimum in patients with slowly progressive proc- 
esses, widespread foci, processes involving the lobes, or broncho- 
pulmonary forms. On the contrary, they are pronounced in 
patients with severe, evolutive, multicavitary, and highly se- 
creting forms, fistulous extrapulmonary processes, and open 
empyema. 

Local Effects—Whereas when streptomycin is given to tuber- 
culous patients with perifocal exudation or small foci the local 
and general effects are parallel, after administration of isonico- 
tinic acid hydrazide the roentgenograms of patients with foci 
show no change or a slow regression. In contrast with improve- 
ments in the general condition, the radiological picture of wide- 
spread foci appears unchanged. This is contrary to what happens 
with streptomycin. 

On the other hand, roentgenograms of patients with cavitary 
tuberculosis show that the outlines of the cavities*become thin- 
ner and regular and the fluid disappears. Bacilli disappear from 
the sputum, and the sputum is diminished. Drainage from an 
anal fistula ceased in one patient who also had a giant cavity 
of the left upper lobe during the second week of treatment with 
isonicotinic acid hydrazide. After four weeks he was afebrile 
and gained 3 kg., his blood picture was improved, and he was 
able to resume the routine life of the sanatorium. 

According to Monaldi, the new drug is effective against free 
bacilli (surface tuberculous forms: laryngitis, fistulous epidi- 
dymitis, bronchopneumonia) that are not imbedded in, or pro- 
tected by, fully developing foci of infection. For this reason, 
this drug has a surprising activity in severe toxic forms for 
which other drugs have failed. 


LONDON 


Hazards of Teething Powders.—A strong indictment of teeth- 
ing powders containing mercury is made by workers at the Royal 
Manchester Children’s Hospital. In an article in the British Medi- 
cal Journal they report five cases of mercury nephrosis in infants 
and young children, in four of which the etiological factor was 
a teething powder, while in the fifth it was grey tablets. The ages 
of the patients ranged from 11 months to 3% years. Three of 
the children who were given dimercaprol recovered; of the other 
two, one recovered and one died. These teething powders weigh 
approximately 130 to 180 mg.; they contain 27 to 33% calomel 
mercurous chloride, the metallic mercury content being 38 to 
42 mg. One patient, aged 21 months, had been given a teething 
powder containing 42 mg. of mercury in the form of calomel 
for 18 months: at first three to four powders weekly, and subse- 
quently one or two monthly. The second patient, aged 11 months, 
had been given a teething powder containing 42 mg. of mer- 
cury in the form of calomel on alternate days for five months, 
i. e., a total intake of approximately 3 gm. of mercury. The 
third patient, aged 12 months, had been given a similar teeth- 
ing powder on alternate days for six months, i. e., a total intake 
of 3.8 gm. of mercury. The fourth patient, aged 19 months, 
(the fatal case) had been given a powder containing approxi- 
mately 36 mg. of mercury daily for three or four months. 
The fifth child, aged 3% years, had been given three grey 
tablets each containing 32 mg. of mercury, daily for five months, 
a total intake of 15 gm. of mercury. The authors point out that 
these powders are “in common use, but the danger of causing 
nephrosis by their prolonged ingestion is not recognized.” In 
view of their findings they “urge that mercury compounds should 
be eliminated from all teething powders and that other mer- 
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cury compounds, such as grey pills, be used with care, and pro. 
longed administration be avoided in young children. Teething 
powders not containing mercury are free of the risks we have 
described.” 


SWEDEN 


Changing Public Health Problems.—A memorandum recently 
presented by a body of experts to the Swedish parliament shows 
how modern therapeutics has shifted from emphasis on acute 
diseases to illnesses, such as the rheumatic and mental diseases, 
which are known as “folksjukdomarna” or national scourges, 
It has been calculated by Sven Rydenfelt that in 1945 illness 
was responsible for a loss of about 7% of the country’s produc- 
tion. The loss due to rheumatic diseases and mental diseases was 
greatest. Diseases of the heart and tuberculosis caused the next 
greatest production loss, and malignant disease and diabetes 
were the other chief causes of lost working days. These diseases 
were responsible for 60% of the lost working time. Only a short 
time ago, more than half of the lost working time was attributed 
to the acute diseases; the incidence of these diseases is now much 
reduced by antibiotics, technical advances in operative treatment, 
and other measures. The training of physicians and hospital ad- 
ministration, hitherto profoundly influenced by the predomi- 
nence of the acute diseases, must now be readjusted, in order 
to reflect the shift in emphasis to the chronic national scourges. 

It is calculated that 245,000 Swedes suffer from rheumatic 
diseases to such an extent that their working capacity is reduced. 
At least 90,000 Swedes seek medical advice yearly for these dis- 
eases, and more than 30,000 are in need of hospital treatment 
for them. About 60% of all the deaths from heart disease before 
the age of 40 may be traced to rheumatic fever. Diseases of 
the heart and blood vessels account for 25,000 deaths yearly, 
or about 40% of all the deaths in Sweden. At present, about 
250,000 Swedes, or 3.5% of the total population of Sweden, 
suffer from heart disease. Since heart disease is, to a great ex- 
tent, a disease of old age and the aged are becoming more 
numerous every year in relation to the younger members of 
the community, the problem of heart disease is certain to in- 
crease in importance. About 150,000 of the above-mentioned 
250,000 persons are over 67 years old. 

The deaths from malignant disease between 1911 and 1941 
rose from 110 to 152 per 100,000 inhabitants, a rise of some 
40% ; this may only in part be traced to improved facilities for 
diagnosis. It is calculated by Professor Berven that the facilities 
for surgical treatment of malignant disease are adequate, al- 
though they are inadequate for their radiological treatment. 
Malignant diseases develop in 15,000 persons in Sweden every 
year, and about half this number require radiological treatment. 
The cancer jubilee hospitals in Stockholm, Lund, and Gothen- 
burg provide 300 beds, but at least two more hospitals with 
provisions for radiological treatment are required. The newly 
formed National Association for Combating Cancer is an out- 
ward and visible sign of the country’s determination to intensify 
the campaign in this sphere. 

The number of patients admitted to hospitals for bodily ail- 
ments has increased enormously since 1930, when it was about 
355,000. In 1940, this number increased to 533,000, and, in 
1950, it increased to 832,000. If the 46,000 cases of mental dis- 
ease admitted to hospitals in 1950 is added to this figure, the 
grand total becomes about 880,000, this year. In the same year, 
there were 100,000 hospital beds at the disposal of patients in 
Sweden, 58,000 being devoted to bodily ailments. With the cost 
of hospital treatment approximately doubled between 1945 and 
1950, it is calculated that 1,800,000 kronor are spent by the 
public authorities and private persons on combating disease. 
This figure does not cover the cost of accidents. The authors of 
the memorandum presented to the Swedish parliament recom- 
mend the promotion of research and teaching in connection with 
the national scourges responsible for chronic disease and in- 
validism, such as the rheumatic and mental diseases, diseases 
of .old age, the heart, and blood vessels, and cancer. In this 
field, there is need for the improvement of hospital accommo- 
dation. Various administrative readjustments are also recom- 
mended. 
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NEW ANTIHYPERTENSION DRUGS 


To the Editor:—Recent announcements in the press of a method 
to control hypertension by the use of hexamethonium chloride 
and hydrazinophthalazine have inspired considerable confusion 
and conflicting comments in both lay and medical circles. Some 
tabloid newspapers gave a distorted, overenthusiastic view, other 
papers were reasonably factual, but several reprinted follow-up 
stories inspired by another investigator branding the method as 
“dangerous.” In addition, literature mailed to physicians by the 
manufacturer of a preparation ofghexamethonium chloride con- 
tained erroneous statements attributed to me. Since the truth lies 
between these conflicting statements, I am attempting to clarify 
the confusion. 

A method for the partial temporary control of arterial hyper- 
tension has been developed, a preliminary report of which was 
published in the A. M. A. Archives of Internal Medicine (892523 
[April] 1952). This method has been extended to include approxi- 
mately 120 patients suffering from arterial hypertension of all 
degrees of severity, including those in relatively terminal states. 
Good results have appeared and been sustained in most instances 
when both hydrazinophthalazine and hexamethonium chloride 
are continuously administered; contrary to claims, neither drug 
is more than moderately effective alone. There have been no 
“cures.” As with all effective antihypertensive agents, and with 
all potent drugs, careless and indiscriminate use can be haz- 
ardous. In my experience to date, the hazards have increased in 
proportion to the severity of the underlying disease and have 
usually resulted from too rapid induction of normotension, or 
from hypotension. The dangers, therefore, are a result of thera- 
peutic activity. 

In benign hypertension with pathological alterations in heart, 
brain, or kidney, no serious reactions have been noted. In 
malignant hypertension without nitrogen retention, in one patient 
partial and temporary aphasia developed. One patient previously 
suffering from chronic cardiac insufficiency died of interstitial 
pneumonia. In malignant hypertension with nitrogen retention, 
reactions have been more serious. Cerebral thrombosis resulting 
in hemiplegia occurred in one aged man. A young woman ad- 
mitted to the hospital in coma from encephalopathy recovered 
for three weeks then became resistant to the drugs and died of 
eft ventricular failure. Two patients who had suffered from 
cardiac failure died at home in a relatively normotensive state, 
of unknown causes. Two patients returned to the hospital after 
several weeks and died of what may have been excessive re- 
tention of hexamethonium ion. In one young woman who 
received both drugs together initially, hypotension occurred 
suddenly and was protracted and severe. After her blood pressure 
had returned to its previous high levels she died of left ventricular 
failure and uremia, and, at autopsy, infarcts in the myocardium 
were found. It should be emphasized that all of these patients 
were in stages that could be considered terminal or near terminal 
and showed severe malignant hypertension, nitrogen retention, 
and cardiac decompensation or encephalopathy. The limits of 
the method, therefore, lie in this range of severity of the disease. 

Serious consequences may follow sudden cessation of the 
drugs. Six patients, either voluntarily or on the advice of a 
physician, have discontinued therapy with the drugs; all died 
within four days to six weeks later of the consequences of hyper- 
tension (cardiac failure, uremia, apoplexy, or encephalopathy). 
Discontinuance of therapy by patients in less severe stages has 
resulted in return of the status quo. 

Less serious side-reactions include obstructive symptoms in 
a few persons previously suffering from partial obstruction of a 
hollow organ, i. e., serous otitis media, retention of urine in the 
bladder, or gastric retention. Most of these could be attributed 
to the action of the hexamethonium ion. Other side-effects ob- 
served include conjunctivitis, blurring of vision, slight ankle 
edema, and partial or complete impotence in the male. 


CORRESPONDENCE 
















Hydrazinophthalazine has been observed to cause a recurrence 
of anginal pain in two instances, high fever in one, dermatitis in 
one, and parasthesias when large doses were given; the incidence, 
however, was low. Two patients were intolerant to hexa- 
methonium because of obstructive symptoms, and four were 
unable to take hydrazinophthalazine. Constipation has been 
present in all cases and in some was annoying; it could be con- 
trolled by the regular use of laxatives. 

It must be emphasized that the use of these drugs must be 
initiated in the hospital under careful observation. Blood pres- 
sure must be measured at four-hourly intervals day and night. 
Both drugs must not be given together initially. Our practice is 
to use hexamethonium in increasing doses for four or five days 
and then to add hydrazinophthalazine in small doses increasing 
daily. Blood pressure must be lowered slowly; serious reactions 
can occur when it is lowered rapidly. Small doses of each drug 
should be used initially (125 mg. of hexamethonium every eight 
hours, 25 mg. of hydrazinophthalazine every eight hours). The 
dose should be adjusted regularly according to the prevailing 
level of blood pressure; that of hexamethonium must be reduced 
or omitted when the systolic pressure falls to 140 mm. Hg or 
below. In some cases, especially if the patient suffers from severe 
arteriosclerosis or is in the older age groups, the level at which 
it must be omitted should be raised to 150 or 160 mm. Hg. In 
renal insufficiency, care must be taken not to cause uremia by 
lowering blood pressure below the point necessary for renal 
filtration. 

On discharge from the hospital, patients must check their own 
blood pressure, reducing or omitting hexamethonium according 
to the prevailing level before each dose. This method to a large 
extent protects against severe hypotensive episodes. Because of 
the rapid excretion yates of hexamethonium and the rapid dis- 
appearance in the blood of hydrazinophthalazine, frequent doses 
are essential. Careful attention to the primary action of these 
drugs, careful observation of the patient, and knowledge of 
cardiovascular hemodynamics will prevent most of the severe 
reactions. These are potent drugs when used together and are not 
to be employed indiscriminately. 

As far as can be determined, the “toxic” effects of hexa- 
methonium lie in the primary action of the drug itself. Hydra- 
zinophthalazine, however. is an unknown quantity. It contains 
a highly reactive chemical group, which has been found by Dr. 
H. M. Perry of our laboratory to combine with pyruvic acid, 
pherentasin, angiotonin, and sulfhydryl compounds, such as 
cysteine and glutathione. It also shows a strong affinity for heavy 
metals. An agent with the profound metabolic implications con- 
cerned in these reactions should not be employed lightly. It is 
not known yet whether diseases other than hypertension may be 
induced by the constant use of this compound. It is therefore 
our practice to employ these two antihypertension drugs only in 
patients showing pathological changes secondary to the strain 
produced by chronic arterial hypertension or to metabolic ab- 
normalities resulting therefrom. Until more is known, they 
should not be used to reverse abnormal blood pressure readings 
without other signs of disease. As with other new and untried 
therapeutic methods, the advantages must be weighed against 
the disadvantages, both real and theoretical. Their use represents, 
therefore, a “calculated risk,” which is justified when the disease 
is advancing. In renal insufficiency they may be hazardous. 

The publicity given these drugs was instigated by a press 
release prepared contrary to my written request. It is unfortunate 
that the results of investigations cannot be offered to the medical 
profession for thorough clinical trial by physicians before they 
are released to the public. Such premature publicity serves only 
to confuse members of the profession and to raise false hopes 
in sufferers from disease. 

HENRY A. SCHROEDER, M.D. 
600 S. Kingshighway 
St. Louis 
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INEFFECTIVENESS OF “KREBIOZEN” THERAPY 
ON TRANSPLANTED MOUSE LEUKEMIA 
AND LYMPHOSARCOMA 


To the Editor:—“Krebiozen,” a substance obtained from the 
serum of treated horses, has been reported as possessing pos- 
sible therapeutic value for human malignant tumors (Ivy, A. C., 
and others: Krebiozen: An Agent for the Treatment of Malig- 
nant Tumors, Chicago, Champlin-Shealy Co., 1951, pp. 1-106). 
The tests also indicated that it had no effect on a spontaneously 
occurring carcinoma in C3H mice nor on several transplanted 
tumors, including the C3HBA mammary carcinoma in C3H 
mice and the Jensen and Walker tumors in rats. No experi- 
mental details were given in the original publication, and, al- 
though a number of communications have since appeared 
(A Status Report on “Krebiozen,” report of the Council on 
Pharmacy and Chemistry, J. A. M. A. 147:864-873 [Oct. 27] 
1951. Ivy, A. C.: Krebiozen, Science 114:286, 1951. Rhoads, 
C. P.: Krebiozen, ibid. 114:285-286, 1951) no detailed reports 
concerning the effect of “krebiozex” on mouse neoplasms have 
been noted. 

We obtained “krebiozen” (in vials containing 10 “g per milli- 
liter of “superla” white mineral oil no. 9) and used it in the 
experiments described below. All animals had free access to 
Purina Laboratory Chow and drinking water. In the first ex- 
periment 29 male dba mice, averaging 17 to 18 gm. in weight, 
were segregated at random into three groups containing 9, 10, 
and 10 animals, respectively. Mice of group | received no spe- 
cial treatment; those of group 2 were given 0.1 ml. intraperi- 
toneal injections of white mineral oil (“superla” no. 9) for 10 
consecutive days. Group 3 mice received daily for the same 
period 0.1 ml. of mineral oil containing 1 ug of “krebiozen.” 
(The single dose recommended for human patients is 10 xg.) 
Twenty-four hours after the first injections were given to the 
latter groups, all animals were given leukemic implants sub- 
cutaneously from the same stock (lymphoid leukemia C1534, 
obtained from the Jackson Memorial Laboratories). In every 
mouse a palpable tumor developed, and the average survival 
time for each respective group was 13.2, 14.0, and 13.5 days. 

In the next experiment, 40 CAF, mice, averaging 27 to 28 
gm. in weight, were given subcutaneous transplants of an 18 
day stock of a mouse lymphosarcoma (a nonmetastasizing tumor 
obtained from the National Cancer Institute through Dr. Delta 
E. Uphoff). When the tumors were palpable, 10 days later, 30 
animals with tumors were randomly segregated into three groups, 
and these were treated as in the first experiment. Daily inspec- 
tions indicated that all tumors continued to increase in size. 
Survival times were similar, averaging 31.7, 31.5 and 32.1 days 
for the respective groups. 

Under the conditions of these experiments, “krebiozen” in the 
dosages used did not affect the course of development of either 
the leukemia or the lymphosarcoma. 


JoHN B. Loerer, Ph.D. 

Southwest Foundation for Research 
and Education, 8500 Culebra Rd. 

San Antonio 6, Texas. 


VOLUNTARY INSURANCE 


To the Editor:—In the April 12 issue of THE JOURNAL, in the edi- 
torial entitled “Two Economists Oppose Compulsory Health 
Insurance,” mention is made of the Quarterly Journal of Eco- 
nomics of February, 1952, “which is published by Harvard Uni- 
versity and edited by 15 of this university’s professors of 
economics.” I think you will be interested to know that more 
data specifically integrating this philosophy into medical eco- 
nomics appeared in the July, 1950, issue of the Harvard Busi- 
ness Review in an article entitled “New Approach to Employee 
Health Programs,” by Robert J. Clarke and David Ewing, sup- 
porting the practical use of a voluntary health insurance plan 
that has functioned exceptionally well over a period of 10 years. 
Case material following this philosophy of voluntary health in- 
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surance for advancing better social medicine (not socializeq 
medicine) is being used in the Division of Human Relations 
of the Harvard Graduate Schools of Business Administration 
and of Public Health. 

EpwIn J. Grace, M.D. 

Grace Clinic 

121 Fort Greene Pl., Brooklyn 17, 


ENTERITIS IN TOURISTS 


To the Editor:—In THE JournaL, Sept. 22, 1951, page 358, there 
appeared a query and answer on enteritis in American tourists in 
Mexico. I should like to comment on the subject of enteritis jn 
American tourists in general. 

I have been living in Italy for two years and have come in 
contact with many American fdurists, traveling businessmen, and 
students. I have yet to encounter any who have been intelligently 
informed on the subject of protecting their health while in Italy, 
There is apparently no existing means to orient the ordinary 
citizen who happens to be traveling abroad. Of course, he can 
ferret out such information from various sources on his own 
initiative, but I imagine it is a rare traveler who does so. The 
protective agency for the private citizen should be his own 
physician, who should advise him about immunizations, the 
potability of water, what to eat, and what to do in case of sick- 
ness. However, there seems to be a remarkable lack of awareness 
on the part of the average physician concerning health hazards 
abroad. A tourist friend of mine told me that her doctor at home 
advised against typhoid immunization because “You will only 
be in Italy a few weeks,”"—this at a time when my Italian col- 
leagues were reporting 5 to 10 new cases of typhoid each week 
in the same community! 

Physicians must realize that boarding a luxury liner to Europe 
and staying at the best hotels do not assure protection against 
the diseases that are endemic in certain areas. It should be borne 
in mind, when advising tourists, that tuberculosis, typhoid-para- 
typhoid fevers, brucellosis, infectious hepatitis, and assorted un- 
classified diarrheas have a high incidence in Italy. The al- 
most complete lack of modern dairy hygiene (regardless of 
“pasteurized” labels) renders all dairy products a potential source 
of any of the milk-borne infections, especially brucellosis. In 
certain localities the use of night soil makes the possibility of 
intestinal parasites a constant threat. I doubt that one could 
gather significant statistics on the amount of infection that is 
brought home by our tourist group. 

The problem of diarrhea seems to be a disturbing complica- 
tion of travel in Italy and is almost universal to some degree 
among American tourists during the summer months. In my 
experience this has always been a simple noninfectious enteritis 
on a dietary basis. From the “balanced diet” of America or 
northern Europe the tourist in Italy suddenly changes over to a 
cuisine of “pasta” carbohydrates, olive oil-drenched foods, fresh 
leafy salads, fresh fruits, and wine. It would be a sluggish in- 
testinal tract that did not quicken under such encouragement. 
Needless to say, constipation is an uncommon complaint in 
Italy. 

I suggest that THE JOURNAL publish current advice on recom- 
mended immunizations and dietary precautions necessary in 
various countries, and individual doctors can instruct their 
patients accordingly. In the case of actual sickness, patients can 
be advised to contact the nearest U. S. consulate or an American 
military installation if one is in the vicinity. Tourists can receive 
treatment at military hospitals on a pay basis, if necessary. The 
State Department personnel on duty at the various consulates 
usually have a fair knowledge of the local medical picture and 
can recommend a civilian English speaking physician. 


Lieut. Cot. Kermit H. GruBerG (MC), 
Army of the United States 

Villa Diana 

Tirrenia, Italy 


Note:—“Immunization Information for International Travel” 
is the name of a pamphlet prepared by the U. S. Public Health 
Service, which can be obtained from the Government Printing 
Office, Washington, D. C., for a nominal charge.—Eb. 
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VETERANS HOSPITAL NEEDS DOCTORS 


To the Editor:—If we had four additional doctors in this hospital 
we could activate 69 more beds, and, since our turnover rate is 
between 120% and 160%, one can estimate how many addition- 
al patients this would accommodate who are in need of medical 
care. We can obtain the other necessary personnel, but we cannot 
seem to secure the services of doctors on a full-time basis so 
that this hospital might operate at capacity and at the same time 
give satisfactory service. 

This is a new hospital, opened Sept. 5, 1950. It is a beautiful 
brick building with white stone trim. I believe we have every 
known piece of useful apparatus that it is possible to buy. The 
climate is not too cold in winter and not too warm in summer, 
except for very brief intervals. 

We have a fully appointed psychiatric ward, which is not 
activated because of the lack of a psychiatrist. We have heavy 
all-round general medical and surgical services, which are di- 
vided in the various specialties. To activate a new ward we need 
one surgeon and one physician for internal medicine. Some of 
our doctors are board certified and some are not. We need also 
an admission officer. This could be a very nice service for a man 
who has reached the age when he likes regular hours and less 
personal patient-care work. A man in his middle fifties would be 
ideal, one who has had a general all-round education from 
general practice and who has learned public relations. There 
must be many men throughout the country who would appreciate 
a service such as this and which would command a rather good 
salary in the Veterans Administration. 

This hospital is on the main line of the Union Pacific Railroad. 
The Burlington Railroad also runs through the city, which com- 
prises about 25,000 inhabitants. The city is within reasonable 
distance of Omaha and Lincoln, capital of the state. 

I will be pleased to have this notice published in THE 


JOURNAL. 
J. RALSTON WELLS, M.D. 


Manager, Veterans Hospital 
Grand Island, Neb. 


PHILANTHROPIC FOUNDATION 


To the Editor:—I1 have just read “The Story of the Rockefeller 
Foundation,” by Raymond B. Fosdick. As one who has wit- 
nessed the growth of medical education for the past 40 years 
under the sponsorship of the Rockefeller family and who has 
personally known so many of the principals in this great work, 
1 am prompted to write this note. 

The author of this “greatest medical story ever told” deserves 
the commendation of the medical profession for so ably and 
modestly presenting his subject. He has given added dignity and 
prestige to our profession. This “story” should be read by every 
physician and allied medical worker here and abroad. Chapters 
3 to 14, inclusive, should be required reading for every medical 
student, for in them is unfolded the history of modern medical 
research and progress in medical education and public health. 

At this time when our traditional and benevolent capitalistic 
system is being undermined it is well to stress what this so-called 
system has done for medical progress and for the relief of suffer- 
ing throughout the world, particularly in some of the countries 
that are none too friendly with us at the present time. 


C. W. Lies, M.D. 
Rancho Santa Fe, Calif. 


DEFECTIVE HYPODERMIC NEEDLES 


To the Editor:—I have examined 226 hypodermic needles and 
found that 152, or 67%, are definitely defective, so much so 
that they would not meet the federal specification requirements 
for hypodermic needles and, in my opinion, present a therapeutic 
hazard. 

The defects consist of deposits of metal powder in the lumen, 
metal slivers extending from the inner edge into the fumen, a 
very rough interior surface of the lumen, and rough surface 
of the point from grinding. As a rule, needles are defective in 
two or more of these respects. The rough interior seems to be 
a major cause of excess deposits of metal powder and wire 
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edges. All brands showed a large percentage of failures, some 
more than others. Below is a breakdown of the failures of the 
brands we have examined under a 30 power stereo microscope 
for (1) powdered metal deposits, (2) wire edges, (3) metal shav- 
ings, (4) rough interior, and (5) rough grind marks. 

Most needles failed in two or more respects. In all cases the 
points of the defective needles contained some powdered metal, 
metal slivers, or wire edges. Federal Specification GG-N-196 for 
hypodermic needles for Luer-type syringes gives the following 
requirements: 

“C-2. Workmanship. The finished needle shall show first class 
workmanship throughout and freedom from defects impairing 
its utility or durability. The canula shall show a smooth finished 
outer surface free from pits and tool marks; an inner surface 
free from scale, deep pits, deep furrows, or die marks; and a 
lumen and hub cavity free of chips, polisher’s dirt, or other 
foreign material. 

“D-2. Point. . The outer edges of the ground surface 
shall be keen and both outer and inner edges shall be free from 
burrs and slivers. The tip shall be straight and strong and of 
maximum keenness.” 

The needles examined were about equally divided between the 
following gages: 26 gage, 1% in.; 24 gage, 34 in.; and 22 gage, 
1% in. A few other sizes were included. 


No. No. % 
Manufacturer Examined Defective Detective 

Binvpconeecceccounehetsenessnteone 47 25 53 
ucddtddesaamatuceonisa<eneoe bee 24 9 88 
itn kiderds csthestutensasnneen® 30 10 3344 
Dviiacmebtheeateaedeeene heeds 29 19 66 
iicsed p65 sen seweaeeeconenthens 28 25 89 
DE sidgdetdercewitkieeaess denen 41 4 100 


oe 


GPovsccvccsceccevecesovsvesesooee 27 2% 85 


Bn haebsnk66seesensnnres 2°6 152 67% 


I estimate that the metal slivers range in size from approxi- 
mately 0.1 mm. up to 1.5 mm. In most instances, the metal 
slivers extend down into the lumen, but in a few cases they 
protrude above the openings. In three or four cases, I found 
metal particles or slivers in such quantities as to almost close 
off the tube completely. It was relatively easy to loosen the 
metal splinters attached to the inside of the lumen, indicating 
that they would probably be easily removed when fluids were 
injected through them, particularly with the very viscous fluids 
used with some of the antibiotics. 

I examined only the tips of the needles for metal deposits. 
No doubt considerably more metal is deposited farther back 
in the canula because of grinding and polishing methods used 
in manufacturing. Apparently, few manufacturers use cleaning 
methods that are effective in removing wire edges and metal 
particles. Our results would indicate that there is very little 
careful inspection made of the points before shipment. ; 


D. H. PALMER, Research Director 

Hospital Bureau of Standards 
and Supplies 

247 Park Ave., New York 17. 


THROMBOTIC OCCLUSION OF AORTA 


To the Editor:—In the article “Thrombotic Occlusion of Aorta 
as demonstrated by Translumbar Aortograms” by Robert V. 
Elliott, M.D., and Mordant E. Peck, M.D., published in THE 
JourNAL of Feb. 9, 1952, there is possibly an involuntary error 
in the following statement: “We know of only four such cases 
previously. reported in the English literature”; for there is an 
article in Surgery (Observations on Chronic Obstruction of the 
Abdominal Aorta, 28:684-698 [Oct.] 1950) written by my co- 
workers and me, where there are 13 cases of Leriche syndrome 
diagnosed by translumbar and retrograde aortograms. 

I also want to make it clear that Dos Santos is neither Spanish 
nor a urologist, but Portuguese and a surgeon, and has dedicated 
himself for a quarter of a century to the study of vascular 
diseases. 


BERNARDO MILANES, M.D. 
C No. 451 Vedado, Havana, Cuba 
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MEDICAL LITERATURE ABSTRACTS 


UNITED STATES 


A.M.A. Arch. Dermat. and Syphilol., Chicago 
65:123-260 (Feb.) 1952 


Angiosarcoma in Postmastectomy Lymphedema (Stewart-Treves Syn- 
drome). M. Jessner, F. G. Zak and C. R. Rein.—p. 123. 

Dermatological Writings of Sir Jonathan Hutchinson. J. E. McCleary 
and E. M. Farber.—p. 130. 

Lupus Erythematosus: Treatment by Combined Use of Massive Amounts 
of Calcium Pantothenate or Panthenol® with Synthetic Vitamin E. 
A. L. Welsh.—p. 137. 

Attempt to Demonstrate Antibodies in Eczematous Contact-Type Der- 
matitis: Preliminary Report. G. H. Curtis.—p. 149. 

Pemphigus Vulgaris: Clinicopathologic Study. W. Director.—p. 155. 

*Lupus Erythematosus Associated with Pregnancy and Menopause. F. A. 
Ellis and E. S. Bereston.—p. 170. 

*Cortisone Acetate in Skin Disease: Local Effect in Skin from Topical 
Application and Local Injection. L. Goldman, R. G. Thompson and 
E. R. Trice.—p. 177. 

Experience with New Antipruritic Agent: Preliminary Report on 1-(6- 
Dimethylaminoethoxy)-3-n-Butylisoquinoline Monohydrochloride. E. F. 
Corson, H. A. Luscombe and H. B. Decker.—p. 187. 

*Tinea Capitis Caused by Trichophyton Tonsurans (Sulfureum or Crateri- 
forme). J. B. Howell, J. W. Wilson and M. R. Caro.—p. 194. 

Experimental Staphylococcal Folliculitis: Comment on Its Possible Rela- 
tionship to Acne. J. P. O’Brien.—p. 206. 

Facial Granuloma with Eosinophilia (Granuloma Faciale). S. Peck, L. L. 
Palitz and E. Reiner.—p. 216. 

Effect of Oral Emulsifying Agent on Serum Lipids in Patients with 
Chronic Dermatoses. L. R. McCorriston.—p. 224. 


Lupus Erythematosus in Pregnancy and Menopause.—F lis and 
Bereston reviewed the literature on the relationship of pregnancy 
and the menopause to lupus erythematosus, and surveyed current 
opinion by sending a questionnaire to 280 American dermatol- 
ogists. Of the 120 questionnaires returned, 100 were tabulated 
that reported on 56 acute, 13 subacute, and 31 chronic discoid 
cases of lupus erythematosus. Apparently acute lupus erythe- 
matosus frequently had a disastrous effect on the fetus or new- 
born child (16 deaths). In 25 patients the disease became worse 
or death occurred during pregnancy. In 14 patients pregnancy 
had no effect on the acute lupus erythematosus; 5 patients im- 
proved before and 12 improved after delivery. Some patients 
with the subacute type of lupus erythematosus improved during 
pregnancy; the condition of others remained stationary or became 
worse, but the changes were about what would be expected in 
subacute lupus erythematosus not associated with pregnancy. 
There were six spontaneous abortions, which suggests that even 
subacute lupus erythematosus may have a serious effect on the 
fetus. Chronic discoid lupus erythematosus associated with preg- 
nancy had almost no effect on the mother or the pregnancy. The 
questionnaire revealed that the onset of lupus erythematosus 
may occur after the menopause, but the prognosis is apparently 
not altered by the endocrine changes accompanying menopause. 


Cortisone in Skin Disease.—Cortisone ointment applied topi- 
cally to the skin in concentrations up to 750 mg. per 30 gm. 
of ointment produced no significant therapeutic responses in 114 
patients. When cortisone was injected superficially into the skin 
by syringe and needle or by the hypospray® jet injection instru- 
ment, a significant number of extensive inflammatory tissue re- 
actions were observed grossly, and even more frequently in 
microscopic sections. In 65 patients receiving cortisone with the 
hypospray® a striking improvement was observed in some cases, 





Periodicals on file in the Library of the American Medical Association 
may be borrowed by members of the Association or its student organi- 
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lished by the American Medical Association are not available for lending 
but can be supplied on purchase order. Reprints as a rule are the prop- 
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but these were not controlled. Initial experiments with the local 
injection of compound F show definite inhibition of both the 
local eczematous and the local tuberculin type of response. 
Further studies with the injection of compound F, and mixtures 
containing compound F, for diseases of the skin amenable to 
cortisone therapy are warranted, for, if there is any local action 
of compound F, injection rather than topical application should 
be more effective. For these studies, in which relatively super- 
ficial injections of the steroid are required, attempts should be 
made to reduce the local irritant quality of the suspensions now 
available. 


Tinea Capitis Caused by Trichophyton Tonsurans.—Infection of 
the scalp by the fungus Trichophyton tonsurans seems to be in- 
creasing. During the past three to four years Howell and asso- 
ciates have observed 37 cases of tinea capitis caused by T. ton- 
surans in children and 7 in adults. The increasing frequency has 
been especially noted in Texas and California, and it is possible 
that an epidemic invasion from Mexico is in process. Scalp infec- 
tions caused by T. tonsurans differ from those due to species of 
Microsporum. The former should be suspected when the involved 
plaques tend to be angulated or polygonal rather than rounded, 
when the hairs are broken off so close to the surface of the scalp 
that they appear as black dots, and when the infection is unduly 
prolonged or continues after puberty. Fluorescence is almost 
uniformly absent and filtered ultraviolet light therefore cannot 
be used for exclusion. The clinical course of any single plaque 
usually includes three stages: the epidermal phase, the follicular 
invasive phase and the healing phase. These are described, and it 
is pointed out that in mild cases the patches may be mistaken for 
seborrheic dermatitis. In adults T. tonsurans infection may re- 
semble discoid lupus erythematosus. The authors observed two 
cases in which these conditions had to be differentiated. There 
are probably mild cases in children in which spontaneous healing 
occurs. In such cases the infection “burns out” in time, with or 
without the assistance of topical therapy and/or epilation. It 
is doubtful that the infection in adults ever heals spontaneously. 
Topical therapy appears to be of questionable value. When 
kerion occurs, healing generally follows within a few weeks. 


American Journal of Clinical Pathology, Baltimore 


22:1-90 (Jan.) 1952 


The Trumpets Sound: Presidential Address. F. W. Sunderman.—p. 1 

*Brucella in Tissues Removed at Surgery. L. A. Weed, D. C. Dahlin, 
D. G. Pugh and J. C. Ivins.—p. 10. 

Liver Damage After Prolonged Urethane Therapy. G. C. Meacham, F. W. 
Tillotson and R. W. Heinle.—p. 22. 

Universal Serologic Reaction in Neoplastic Disease. E. S. Wynne, C. L. 
Gott, L. R. Ortega and W. O. Russell.—p. 28. 

Paper Chromatography for Identification of Common Barbiturates. E. J. 
Algeri and J. T. Walker.—-p. 37. 

Chromatographic Identification of Reducing Sugars in Urine. L. H 
Sophian and V. J. Connolly.—p. 41. 

Primary Sarcoma of Spleen: Report of Case with Fatal Spontaneous 
Rupture. E. G. Laforet.—p. 46 

Virus Hepatitis in Laboratory Workers: Report of Three Cases. A. Kahn 
Jr., H. M. Armstrong and R. M. Eubanks.—p. 56. 


Brucella in Tissues Removed at Surgery.—During the past six 
years at the Mayo Clinic, Weed and associates studied a large 
number of patients with chronic infections and found that the 
majority of the lesions were caused by (1) the tubercle bacillus, 
(2) some kind of mycotic organism, or (3) some species of 
Brucella. In the present report the authors describe 13 cases in 
which Brucella organisms were found. They comment on the 
roentgenologic and pathological aspects of these cases, and con- 
clude that Brucella organisms may be isolated from surgical 
specimens when there is no obvious history or clinical course to 
suggest brucellosis. The agglutination reactions on serum are 
usually*positive, but may be negative in certain cases of chronic 
brucellosis. The gross and microscopic appearances of a lesion 
may be nonspecific, or they may be strikingly similar to tubercu- 
losis. Histological examination alone is misleading in the diaz- 
nosis of chronic lesions due to Brucella. Brucella may be un- 
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recognized as the cause of bursitis unless the organism is 
isolated by bacteriological methods. The procedure used in- 
volved grinding aseptically removed tissues in a sterile mortar. 
Sterile isotonic sodium chloride solution was added to make a 
10 to 20% emulsion. Fluids from a joint or pus from an abscess 
were handled in the same fashion as tissue. The fluid material 
was cultured for Brucella, tubercle bacilli, fungi, and such com- 
mon organisms as streptococci and typhoid bacillus. The cultures 
for Brucella were made by inoculating hormone blood agar in 
Petri dishes and incubating under 10% carbon dioxide. The cul- 
tures that were positive for Brucella showed growth in two to 
four days. Surgical removal of a localized lesion may be re- 
quired as a supplement to chemotherapy, even though the diag- 
nosis of brucellosis is already established. 


American Journal of Obstetrics & Gynecology, St. Louis 
63:1-240 (Jan.) 1952. Partial Index 


Placental Circulation, Maternal and Fetal. A. A. Earn and D. Nicholson. 


—p. 1. 
*Studies in Rh Sensitization: V. Importance of Titer of Rh Antibodies in 


Sensitized Pregnant Rh-Negative Woman for Prognosis. A. S. Wiener, 
R. Nappi and E. B. Gordon.—p. 6. 

Retinal Changes in Toxemias of Pregnancy: II. Mild and Severe Hyper- 
tension, Renal Disease, and Diabetes Mellitus. R. Landesman, R. G. 
Douglas and S. S. Snyder.—p. 16. 

Trends in Therapeutic Abortion: Review of 137 Cases. J. G. Moore and 
J. H. Randall.—p. 28. 

Stillbirths and Neonatal Deaths: Three-Year Survey. O. F. Schoenvogel 
Jr. and W. H. Higginbotham.—p. 41. 

Diagnosis and Management of Ectopic Pregnancy. R. M. Campbell. 
—p. 54. 

Hydrocephalic Births. J. L. Crenshaw Jr. and E. A. Banner.—p. 63. 

Clinical Report on Toxemias of Pregnancy. M. Hendelman and N. W. 
Philpott.—p. 72. 

Simple Test for Determination of Ovulation, Estrogen Activity, and Early 
Pregnancy Using Cervical Mucus Secretion: Preliminary Report. M. 
Roland.—p. 81. 

Ruptured Endometrial Cysts as Cause of Acute Abdominal Symptoms 
(Endometrial Pelviperitonitis). J. H. Pratt, R. S. Higgins and G. T. 
Foust Jr.—p. 90. 

Use of Intravenous Iron in Practice of Obstetrics and Gynecology. C. C. 
Briscoe.—p. 99. 

Fate of Patient with Advanced Cancer of the Cervix of the Uterus. 
W. G. Cosbie.—p. 108. 

Pelvic Shape and Its Relation to Midplane Prognosis. D. F. Kaltreider. 
—p. i16. 

Analysis of Four Hundred Consecutive Cesarean Sections. G. S. Zarou. 
—p. 122. 

Results Following Therapeutic Abortion in Pulmonary Tuberculosis. G. 
Schaefer and H. H. Epstein.—p. 129. 

Interaction of Hormone-Induced Tissue Growth and Vital Inorganic Ele- 
ments in Uterine Carcinogenesis.—J. Hofbauer.—p. 136. 

Spinal Anesthesia for Vaginal Delivery with Special Reference to Pre- 
vention of Postpartum Headache. J. W. Huston and T. B. Lebherz. 
—p. 139. 


Prognostic Importance of Rh Antibodies in Rh-Negative 
Women.—The titer of Rh antibodies in the sensitized Rh-nega- 
tive mother’s serum is the most important factor determining 
whether an Rh-positive fetus will be stillborn or not, although 
the baby’s resistance to Rh antibodies also plays a role in prog- 
nosis. Rh-negative mothers without Rh antibodies in the serum 
have as good a chance to have normal babies as any Rh-positive 
mother. The chances of a pregnancy resulting in a stillbirth 
or neonatal death ranged from 1.5% when the Rh-negative 
mother was not sensitized to as high as 72.2% when the mother 
was sensitized and had an antibody titer as high as 65 to 256 
units. Of 153 liveborn Rh-positive babies of sensitized Rh-nega- 
tive mothers, 137 were erythroblastotic; among these, the mor- 
tality rate was closely correlated with the titer of Rh-antibodies 
in the maternal serum, ranging from 6.5% for titers of 4 units 
or less (by the albumin-plasma method) to 50% for titers of 
from 65 to 256 units. Prenatal determination of the maternal 
antibody titer makes it possible to predict the probable outcome 
of a pregnancy and to prepare for effective treatment of an 
erythroblastotic infant. 


Cervical Mucus Secretion Test.—Changes in cervical mucus 
secretion are known to occur during the normal menstrual cycle, 
one of the most conspicuous being the development of a fern-like 
pattern. Investigation showed the existence of this pattern from 
the Sth or 7th up to the 20th or 22nd day of the cycle in women 
with normal ovulatory menstrual cycles who had had normal 
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pregnancies. The fern pattern was followed by a cellular type 
of pattern, which lasted until menstruation began and continued 
for from five to seven days thereafter. No such variation was 
found in a group of women in whom failure of ovulation had 
been proved by various repeated tests; the fern pattern persisted 
throughout the cycle. Tests carried out on women with meno- 
pausal symptoms showed a complete absence of the fern pattern. 
Ten of these women received estrogen therapy and several days 
later the fern-like pattern appeared, disappearing again when 
treatment was discontinued. Absence of the fern pattern in cer- 
vical smears taken from two days to seven months after the 
missed period was also noted in 300 pregnant women. The fern 
pattern is probably a result of estrogen activity, and its disap- 
pearance accompanies a decline in the progesterone level. Per- 
sistence of the pattern throughout the cycle indicates that ovu- 
lation has not taken place and that there has been no proges- 
terone activity. Absence of the pattern after a missed period 
results from persistence of the corpus luteum and a high pro- 
gesterone level and indicates pregnancy. 


American Journal of Pathology, Ann Arbor, Mich. 
28:1-170 (Jan.-Feb.) 1952 


Pulmonary Hemorrhage in Infants: Descriptive Study. E. K. Ahvenainen 
and J. D. Call.—p. 1. 

Effect of Aureomycin on Radiation Syndrome in Dogs. F. W. Furth, 
M. P. Coulter and J. W. Howland.—p. 25. 

Effects on White Mouse of Single Whole-Body Exposure to 190 Mev. 
Deuterons. P. D. Rosahn, C. A. Tobias and J. H. Lawrence.—p. 37. 
Aspiration of Gastric Contents: Experimental Study. J. R. Teabeaut II. 

—p. 51. 

Pulmonary Fibrosis Secondary to Pneumonia. S. H. Auerbach, O. M. 
Mims and E. W. Goodpasture.—p. 69. 

Bronchial Arteries: II]. Structural Changes After Division of Rat’s Left 
Pulmonary Artery. F. H. Ellis Jr., J. H. Grindlay and J. E. Edwards. 
—p. 89. 

Morphology of Malignant Squamous Cell: Study of Six Thousand Cells 
Derived from Squamous Cell Carcinoma of Uterine Cervix. J. W. 
Reagan and R. D. Moore.—p. 105. 

Morphology of Thrombotic Thrombocytopenic Purpura with Demonstra- 
tion of Aneurysms. J. L. Orbison.—p. 129. 

Destructive Lesion of Adrenal Gland in South American Blastomycosis 
(Lutz’ Disease). C. Magarinos Torres, E. Duarte, J. P. Guimaraes and 

L. F. Moreira.—p. 145. 

Demonstration of Acid-Fast Bacilli in Tissue Sections. H. W. Wade. 

—p. 157. 


American Surgeon, Atlanta, Ga. 
18:107-240 (Feb.) 1952 


Some Surgical Aspects of Histoplasmosis: Two Cases of Splenectomy. 
T. G. Orr and S. J. Wilson.—p. 109. 

Management of Thyroid Carcinoma. G. O. Miles and W. N. Harsha. 
—p. 117. 

Congenital Trachco-Esophageal Fistula—Nasogastric Polyethylene Tube in 
Lieu of Gastrostomy: Case Report. R. F. Garrison and J. H. Mayer Jr. 
—p. 131. 

Fat Emboiism in Neurosurgery. J. R. Cooper.—p. 134. 

Persistent Albuminuria Following Preeclampsia. A. D. Mitchell and W. L. 
Valk.—p. 144. 

Ligation of Superior Mesenteric Vein. W. N. Harsha and T. G. Orr. 
—p. 148. 

Methods of Repairing Exstrophy of Bladder. A. D. Mitchell and C. A. 
Hardin.—p. 156. 

New Instrument for Vaginoscopy and Anoscopy. E. T. Morch.—p. 160. 

Dumbbell Tumors of Sympathetic Nervous System. W. P. Williamson and 
J. O. Boley.—p. 162. 

Application of Transverse Transsternal Incision for Surgical Exposure 
and Excision of Large Anterior Mediastinal Tumors. S. R. Friesen. 
—p. 172. 

Blood Volume During Low Spinal Anesthesia. P. H. Lorhan and M. M, 
Devine.—p. 179. 

Posterior Ganglion at Ankle: Case Report. E. T. Haslam.—p. 191. 
Vascular Response of Stomach to Experimental Alterations in Autonomic 
Nervous System of Dog. S. R. Friesen and A. Hemingway.—p. 195. 
Reconstructive Methods for Surgical Defects of Chest Wall: Including 
Use of Pre-Formed Lucite Plates. C. A. Hardin, C. F. Kittle and P. W, 

Schafer.—p. 201. 

Malignancy of External Ear. D. W. Robinson, C. A. Hardin and B. G, 
Newby.—p. 211. 

Daily Mucin Secretion in Normal and Vagotomized Total Gastric Pouches 
of Dogs. C. F. Kittle and T. L. Batchelder.—p. 217. 

Metabolism of Procaine Following Its Subarachnoid Injection: Preliminary 
Report. P. H. Lorhan, G. Guernsey and M. M. Devine.—p. 224. 

Fever in Malignant Disease. W. N. Harsha.-—p. 229. 
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Annals of Surgery, Philadelphia 
135:1-144 (Jan.) 1952. Partial Index 


*Esophageal Hiatus Hernia of Diaphragm: Anatomical Characteristics, 
Technic of Repair, and Results of Treatment in 111 Consecutive Cases. 
R. H. Sweet.—p. 1. 

Resuits of Surgical Treatment of Ulcerative Colitis. C. B. Ripstein, G. G. 
Miller and C. McG. Gardner.—p. 14. 

*Portacaval Venous Shunt, with Special Reference to Side-to-Side Porta- 
caval Anastomosis. A. Large, C. G. Johnston and D. E. Preshaw. 
—p. 22. 

Experimental Pulmonic Valvulotomy Under Direct Vision by Temporarily 
Occluding the Pulmonary Artery. F. C. Spencer, W. H. Muller Jr. and 
W. P. Longmire Jr.—p. 34. 

Primary Lymphosarcoma of Stomach. G. Crile Jr., J. B. Hazard and 
K. L. Allen.—p. 39. 

Chronic Abscesses and Sinuses of Chest Wall: Treatment of Costal 
Chondritis and Sternal Osteomyelitis. R. B. Brown and J. Trenton. 
















Clinical Tests for Evaluation of Circulation in Tubed Pedicles and Flaps. 
H. Conway.—p. 52. 

Studies of Successful Skin Homografts in Chicken: Description of Method 
of Grafting and Its Application as Technic of Investigation. J. A. 
Cannon and W. P. Longmire Jr.—p. 60. 

Primary Osteotomy for Treatment of Intracapsular Fracture of Neck of 
Femur. F. J; Ankner and M. C. Nelson.—p. 69. 

Intrathoracic Goiter. F. H. Ellis Jr., C. A. Good and W. D. Seybold. 
—p. 79. 

Effects of Banthine on External Pancreatic Secretion in Man. J. M. 
Howard, S. S. Evans and C. L. James.—p. 91. 

Limited Excision of Dupuytren’s Contracture. E. Hamlin Jr.—p. 94. 

Surgical Decompression in Biliary Obstruction: New Operative Procedure. 
M. A. Hayes and F. A. Coller.—p. 98. 

Torsion, Infarction and Hemorrhage of Omentum as Cause of Acute 
Abdominal Distress. M. J. Leitner, C. G. Jordan, M. H. Spinner and 
E. C. Reese.—p. 103. 

Diagnosis of Coarctation of Aorta with Particular Reference to Impor- 
tance of Absent or Diminished Abdominal Aortic Pulsation. H. B. 
Shumacker Jr.—p. 111. 

Immediate Sub-Total Gastrectomy for Acute Perforated Peptic Ulcer. 
H. Auchincloss Jr.—p. 134. 

Delayed Primary Gastrectomy for Perforated Peptic Ulcer. H. C. Dod- 
son Jr.—p. 139. 






















Esophageal Hiatus Hernia of the Diaphragm.—Sweet reports 
observations on 111 patients with esophageal hiatus hernia who 
were operated on by the transthoracic approach. The customary 
classification of these hernias into the “short esophagus” and the 
“paraesophageal” types corresponds to the roentgenologic ap- 
pearances, but of 87 patients in whom roentgen examination in- 
dicated that the esophagus was short, only four were found to 
have the truly short variety. The author considers that the terms 
“sliding hernia” and “parahiatal,” respectively, convey a more 
accurate impression of the anatomical features of these two 
types. As a third form he mentions the “composite type” of 
hiatus hernia. The first important step in the repair of the hernia 
consists of the ablation of the peritoneal sac. This is accom- 
plished by plication and inversion without excision, by excision 
of the sac, or by a combination of both procedures. The second 
essential step consists in reducing the size of the hiatus by means 
of sutures placed in the diaphragmatic muscle on either side of 
the esophagus in a manner to reduce the enlarged aperture. The 
correct diameter has been achieved when, with a Levin tube 
in the esophagus, the surgeon’s index finger can be inserted 
through the posterior portion of the hiatus without compressing 
the esophagus. If the tissues are so fragile that the sutures might 
be torn out, the closure can be reinforced with strips of fascia 
lata. The edges of the mediastinal pleura are drawn togethr with 
sutures of fine silk, and a few sutures are used to reattach this 
membrane to the diaphragm near the hiatus; the lung is reex- 
panded, and a catheter is inserted through a short incision. 
Closed drainage is provided. A counterincision was employed in 
eight patients for the purpose of abdominal exploration and in 
10 patients, a vagotomy was done for the relief of a coexisting 
duodenal ulcer or severe gastritis. Complications attributable to 
the hernia repair occurred in 16 patients; in five others some of 
the unpleasant sequelae of vagus nerve interruption were ob- 
served. Of 108 patients followed for six months or more, 94 
were completely relieved and 10 had improved. In some who 
were only partially relieved or not at all, the symptoms were 
due to causes other than the hiatus hernia. Two of the 111 pa- 
tients died during the first year after the operation, one of senile 
cerebral arteriosclerosis and the other of carcinoma of the 
pancreas, 
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Portacaval Venous Shunt, with Side-to-Side Portacaval Anasto. 
mosis.—Large and associates deduced from experiments on dogs 
that venous shunts for portal hypertension in humans ought to 
be performed in such a manner as to avoid complete diversion 
of the portal blood flow away from the liver. Side-to-side porta- 
caval anastomosis or splenectomy with end-to-side splenorenal 
anastomosis would satisfy these requirements. The authors per- 
formed such venous shunt operation for portal hypertension on 
18 patients. Twelve of the patients who were operated on had 
bleeding esophageal varices but not ascites, and all had good 
liver function preoperatively. Excellent results were obtained in 
9; that is, no further hemorrhage occurred and the patients are 
ambulatory, and, in most cases, can work. One of the three in 
whom results were poor died six months after operation in 
hepatic coma, another bled again on at least one occasion, and 
the third, who has polycythemia rubra vera, has shown progres- 
sion of his disease. Three patients who were operated on for 
rapidly recurring ascites had been treated medically until no 
further improvement could be expected. All three are alive and 
have no ascites at present, but they developed ascites rapidly 
in the immediate postoperative period and did not show im- 
provement until a month or more after the shunt had been done. 
Three patients had both hemorrhage and ascites and two of 
them died in hepatic coma within a month, the only two opera- 
tive deaths in the entire group of 18. Both patients had such poor 
liver function preoperatively that probably neither should have 
been operated upon. The third patient in this group had no 
further bleeding and was free of ascites for almost one year and 
then died. Necropsy performed in this case and in one of the 
operative deaths disclosed that the anastomosis was patent in 
each. 


Blood, New York 
7:193-288 (Feb.) 1952 


Effects of Pituitary and Adrenal Hormones on Numbers of Thoracic 

rom ‘+. ‘Sones G. F. Hungerford, W. O. Reinhardt and Choh Hao 
i.—p. ; 

Studies on Radiosensitivity of Bone Marrow: III. Dynamics of Erythro- 
cyte Regeneration After Hemorrhage and Irradiation. M. L. Pearce, 
M. A. Greenfield and W. N. Valentine.—p. 207. 

Incidence, Distribution and Significance of Megakaryocytes in Normal 
and Diseased Human Tissues. E. B. Smith and J. Butcher.—p. 214 
Effects of Total Body X-Irradiation on Blood Coagulation in Rat. S. H 

Cohn.—p. 225. 

Anticoagulant Effect of Bacterial Polysaccharides in Normal and Throm- 
bocytopenic Plasma of Leukemia. G. Freeman.—p. 235. 

Urinary Excretion of Vitamin Biz. M. F. Sokoloff, E. H. Sanneman Jr. 
and M. F. Beard.—p. 243. 

Second Example of Anti-Cellano (Anti-K). P. Levine, A. B. Kuhmichel 
and M. Wigod.—p. 251. 

Automatic Micro Slide Projector and Procedures for Staining and Clean- 
ing Large Numbers of Slides. G. W. Newton, D. G. Sharp, E. A. 
Eckert and others.—p. 255. 

Pathogenesis of Spherocytes and Leptocytes (Target Cells). W. H. Crosby. 
—p. 261. 


California Medicine, San Francisco 
76:55-122 (Feb.) 1952 


Management of Carcinoma of Uterine Cervix. I. Macdonald and L. W. 
Guiss.—p. 55. 

*Metastatic Carcinoma of Thyroid Gland as Initial Manifestation of Dis- 
ease. H. H. Searls, O. Davies and S. Lindsay.—p. 62. 

Subacute Thyroiditis. J. O. Westwater.—p. 66. 

Commen Lesions of Urethra in Women. C. E. Burkland.—p. 69. 

*Newer Concepts of Anatomy of Lungs: Advantages to Surgeons, Intern- 
ists, Bronchoscopists and Radiologists. H. H. Lindner and J. B. de 
C. M. Saunders.—p. 74. 

Some Relationships Between Heart Attacks and Paralytic Strokes. C. W. 
Olsen.—p. 77. 

Changing Epidemiologic Aspects of Typhoid Fever in California. R. 
Brunetti, A. C. Hollister Jr. and F. Ames.—p. 80. 

Complications of Tattooing. G. Lubeck and E. Epstein.—p. 83. 


Metastatic Thyroid. Carcinoma.—Of 260 patients with thyroid 
carcinoma operated on at the University of California Hospital 
from 1912 to 1950, 26 presented as the first symptom a painless 
nodule distant from the thyroid gland, and the thyroid itself was 
considered normal on clinical examination. The tumor was in 
the right lateral neck in 12 patients, in the left lateral neck in 
10, and in the other four cases the tumor was located in the 
clavicle, the pharynx, the breast, and parotid gland, respectively. 
The duration of symptoms ranged from 2 months to 18 years. 
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In all but 3 of the 26 patients a small primary neoplasm of the 
thyroid gland was observed at operation or on microscopic ex- 
amination. The majority of these patients were treated by total 
thyroid lobectomy on the side of the lesion, together with either 
excision of palpable metastases or radical neck dissection. In one 
instance the lateral mass was removed and the gland itself was 
not explored. Subtotal or total thyroidectomy was done in the 10 
patients in whom the primary neoplasm lay close to the mid- 
line. Ten patients received postoperative x-ray therapy to the 
neck or area of metastasis. Of the 26 patients, 17 were alive and 
well, without evidence of recurrence, from 1 month to 15 years 
after operation. Four patients were living and asymptomatic 
with known metastases 12, 10, 4, and 2 years after thyroidec- 
tomy. One patient died of an intercurrent condition without 
evidence of recurrent carcinoma. In four patients death was due 
directly to the cancer and metastases. Radical neck dissection 
with either total lobectomy or total thyroidectomy would seem 
to be the operation of choice in the treatment of these patients. 
The ultimate prognosis, even in the presence of metastases, is 
relatively good. Primary carcinoma of the thyroid gland should 
be considered in the presence of tumors of the side of the neck, 
even in the absence of palpable nodules in the gland itself. 


Anatomy of the Lungs.—In the newer concept of the anatomic 
divisions of the lungs, the bronchopulmonary segment is the pri- 
mary unit. Specific lung areas are identified by their relationship 
to the branch of the bronchus that serves them. The left upper 
lobe apical segment, for example, is that which is supplied by 
the left upper lobe apical bronchus. The boundaries of the seg- 
ments are definitive; with careful technique it is possible to dis- 
sect out the thin connective tissue planes between the various 
bronchopulmonary segments. The normal as well as the acces- 
sory pulmonary fissures lie in the planes between the broncho- 
pulmonary subdivisions. It should be noted that the two divi- 
sions of the right medial lobe lie in a plane lateral and medial to 
one another; it is in this area only that there is a fundamental 
distinction between the right and left lungs. Some diseases of 
the lungs tend to progress only “through channels,” reaching a 
segment via the specific airway serving it, and then frequently 
remaining within the segmental boundaries. A nomenclature 
that would indicate the relationship between the segment of the 
lobe in question and the branch of the bronchus supplying it 
would considerably diminish the number of anatomic terms and 
make for easier understanding of the relationship and the locale 
of the segment and the bronchus referred to. 





Connecticut State Medicine Journal, Hartford 


16:1-70 (Jan.) 1952 


Physician’s Responsibility in Civil Defense. W. L. Wilson.—p. 3. 

Value of Influenza Virus Vaccination in Industry. C. F. Yeager.—p. 7. 

Recurrent Umbilical and Low Midline Abdominal Incisional Hernias in 
Adipose Women, C. L. Larkin.—p. 9. 

Political Medicine. J. T. Patterson.—p. 15. 


Delaware State Medical Journal, Wilmington 


24:1-34 (Jan.) 1952 

Otologic Applications of Audiology. E. R. Mayerberg.—p. 1. 

Conservation of Hearing: Joint Project of Otologist and Audiologist. 
E. N. Johnson.—p. 2. 

Procedures for Treatment of Communicative Disorders Resulting from 
Impairment of Hearing.—L. L. Horne.—p. 5. 

Role of the Speech Therapist in the General Hospital. D. M. Knapp. 
—p. 12. 

Cortical Steroids and Clinical Medicine. L. C. McGee.—p. 14. 

*Intra-Arterial Histamine in Peripheral Vascular Disease. J. F. Flanders, 
G. B. Heckler and R. E. Jones.—p. 17. 

Clinical Value of Venous Pressure Measurements. J. M. Louro.—p. 21. 


Histamine Given Intra-Arterially in Peripheral Vascular Dis- 
ease.—Flanders and associates describe an apparatus by which 
varying amounts of histamine may be injected into the femoral 
artery. Generally, an initial dose of 0.25 to 1.0 mg. of histamine 
base in 50 cc. of isotonic sodium chloride solution is injected 
in 15 minutes. Subsequent doses depend on the patient’s response 
to the initial injection. In most cases the interval between injec- 
tions was 48 hours. Thirty-five patients with peripheral vascular 
disease were treated with from 1 to 40 intra-arterial histamine 
injections without serious side-effects. Eighteen of the 35 patients 
had arteriosclerosis obliterans. Intra-arterial histamine therapy 
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produced the best results in patients who had residual cramps 
and claudication. Seven patients with arteriosclerosis obliterans, 
who had rest cramps and claudication as the only symptoms, 
required one to two injections to render them asymptomatic for 
a period of 4 to 12 months. Of the nine stasis ulcers treated, three 
healed promptly and remained well for periods up to 15 months. 
Another healed completely but recurred after three months. In 
two cases the results were equivocal and three ulcers were not 
benefited. Four of six ulcers of the toes due to arteriosclerosis 
obliterans healed. Improvement resulted in one case of immer- 
sion foot, but could not be attributed entirely to histamine. The 
treatment failed in three cases of arterial emboli of the popliteal 
artery. 


Endocrinology, Springfield, Ill. 
49:677-838 (Dec.) 1951. Partial Index 


Antagonistic Relationship Between Testosterone and Thyroxine in Main- 
taining Epidermis of Male Rat. H. Eartly, B. Grad and C. P. Leblond. 
—p. 677. 

Effect of Hypophysectomy at Beginning of Proestrus on Maturing Fol- 
licles in Ovary of Rat. G. B. Talbert, R. K. Meyer and W. H. 
McShan.—p. 687. 

Effect of Fractures upon Urinary Electrolytes in Non-Adrenalectomized 
Rats and in Adrenalectomized Rats Treated with Adrenal Cortex 
Extract. D. J. Ingle, R. C. Meeks and K. E. Thomas.—p. 703. 

Localization of Radioactivity After Administration of Labeled Prolactin 
Preparations to Female Rat. M. Sonenberg, W. L. Money, A. S. 
Keston and others.—p. 709. 

Effect of Intrasplenic Ovarian Graft on Pituitary Gonadotropins. W. E. 
Achilles and S. H. Sturgis.—p. 720. 

Ascorbic Acid Intake and Adrenal Cortex. R. C. Stepto, C. L. Pirani, 
C. F. Consolazio and J. H. Bell.—p. 755. 

Mechanism of Epinephrine-Hyperglycemia. M. Somogyi.—p. 774. 

Dual Control of Adrenocorticotrophin Release. C. Fortier.—p. 782. 

Effect of Ascorbic Acid, Potassium Chloride Flooding, and Cortisone 
on Course of Formaldehyde-Irritation Arthritis. H. Bacchus.—p. 789. 

Role of Progesterone in Production of Cyclic Vaginal Changes in Female 
Guinea Pig. D. H. Ford and W. C. Young.—p. 795. 

Fibrinolysin-Antifibrinolysin System in Serum: Mechanism of Its Endoc- 
rine Control. G. Ungar, E. Damgaard and F. P. Hummel.—p. 805. 


Hawaii Medical Journal, Honolulu 
11:131-190 (Jan.-Feb.) 1952 


Subdural Hematoma in Infants: Diagnosis, Management and Report of 
Six Cases. J. J. Lowrey.—p. 145. 

Obstructive Pneumonitis of Middle Lobe: ‘“‘The Middle Lobe Syndrome.” 
J. E. Ferkany.—p. 149. 

Involutional Melancholia. K. H. Rusch.—p. 152. 


Journal of Allergy, St. Louis 
23:1-94 (Jan.) 1952 


Pulmonary Function Studies in 20 Asthmatic Patients in Symptom-Free 
Interval. H. D. Beale, W. S. Fowler and J. H. Comroe Jr.—p. 1. 

Serologic Investigations on Edema Fluid from Nasal Polyps: Preliminary 
Report. P. Berdal.—p. 11. 

Hospital and Ambulatory Treatment of Asthma and Eczema with ACTH 
and Cortisone. H. S. Baldwin and P. F. deGara.—p. 15. 

Clinical Studies with Cortisone by Mouth, Cortisone by Injection, and 
ACTH in Treatment of Asthma. W. Franklin, F. C. Lowell, I. W. 
Schiller and H. D. Beale.—p. 27. 

Oral Cortisone Therapy in Ragweed Hay Fever. E. Schwartz, L. Levin, 
H. Leibowitz and others.—p. 32. 

*Roentgen Studies of Allergic Children with Disturbances of Pylorus 
Resulting from Food Sensitivity. J. H. Fries.—p. 39. 

Preliminary Pollen Analysis of Miami, Florida, Area. L. B. Fly.—p. 48. 

*Headache Studies, Statistical Data. 1. Procedure and Sample Distribution. 
H. D. Ogden.—p. 58. 

Psyche and Allery. E. Wittkower.—p. 76. 


Disturbances of Pylorus from Food Sensitivity.—Fries describes 
studies on 30 allergic children ranging in age from 4 to 14 years 
who had repeatedly had gastrointestinal disturbances in the form 
of. nausea, vomiting, and epigastric distress shortly after ingest- 
ing offending foods. About a week after a roentgenographic 
control study with barium sulfate and water, a similar study 
was made, employing barium sulfate and water to which the 
offending allergen was added without the knowledge of the 
patient. Previous trials had revealed the amount of allergen that 
would be needed to produce a pronounced gastrointestinal dis- 
turbance. These varied from 2 cc. to 12 cc. In the control series, 
the barium began to leave the stomach immediately, or within 
10 minutes after ingestion. In the allergen series, a delay of 20 
minutes or longer in the passage of the allergen and barium 
mixture from the stomach was observed in 20 of the 28 chil- 
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dren who were studied by fluoroscopy. In some instances, a per- 
sistent or intermittent narrowing of the pyloric canal was noted. 
The changes in the pylorus were accompanied by abdominal pain, 
epigastric distress, and in some instances by vomiting. Coinci- 
dent with these findings, gastric peristalsis was diminished or 
absent in 17 subjects. Hypotonicity of the stomach was observed 
in 14 of these. Roentgenograms largely confirmed the fluoro- 
scopic findings. In 13 subjects gastric retention ranging from 
10% to 66% was observed at the six-hour period, at which time 
the pylorus often still appeared deformed. Studies with the same 
allergen were repeated in three patients on different days, and 
similar pyloric changes occurred each time. One patient, sensi- 
tive to eggs, fish, and nuts, responded on different occasions 
with the same gastrointestinal symptoms to trial feeding with 
each of these offenders. In patients exhibiting roentgenologic 
evidence of pyloric changes, the possibility of an allergic cause 
must be taken into consideration. 


Headache Studies: Statistical Data——Ogden undertook a statis- 
tical study of the incidence of headache in nearly 6,000 persons, 
but only 4,634 satisfactorily cooperating persons are consid- 
ered in this report. In order to cross-check accuracy, different 
surveying procedures were employed in three groups. Group 1 
included employees of several hospitals, that is, various types 
of personnel, almost paralleling the general adult employed 
population. Questionnaires were distributed and _ collected 
through the management of the hospitals. In order to determine 
whether there would be any great difference between answers 
to questionnaires and those obtained by interviewers, in group 
2 several diverse categories of persons were interviewed, in- 
cluding salesmen, saleswomen, housewives, and manual laborers. 
Group 3 consisted of persons intelligent enough to give accurate 
responses without interviewing, including medical students, phy- 
sicians, and nuns. A fourth group consisted of the total of the 
previously mentioned groups. Findings were recorded on Inter- 
national Business Machine cards, so that calculations could be 
made on virtually any factor. The incidence of headache of all 
types in the total group was 64.8%, pain in the frontal area 
constituting the most frequent type. Persons with headache have 
a significantly higher incidence of respiratory symptoms and a 
significantly greater incidence of familial allergy. Only 18% of 
persons with headache seek medical aid specifically for this 
complaint. Headache incidence is greater among females, 
younger adults, single people, educated persons, executives, stu- 
dents, and professional groups. It is obvious therefore that there 
are several background factors to be considered in the manage- 
ment of headache. Recognition of the possible allergic basis may 
be very important, along with the handling of the mental, emo- 
tional, or occupational problems. 





Journal of International College of Surgeons, Chicago 
1731-132 (Jan.) 1952 


Nonunion of Supracondylar Fractures of Femur. C. Scuderi and A. Ippo- 
lito.—p. 1. 

Bursitis and Myofascitis. Treatment by Local Injections of Cortisone: 
Preliminary Report. E. J. Orbach.—p. 19. 

Pelvic Anchor Sacral Rest. C. L. Hall and H. W. Wellmerling.—p. 30. 

*Occurrence and Treatment of Potassium Deficiency in Surgical Patients. 
H. S. Lans, I. F. Stein Jr. and K. A. Meyer.—p. 34. 

Rhomboid Ligament in Surgery of Sternoclavicular Joint. H. Milch. 
—p. 41. 

Acute Sigmoid Diverticulitis. J. W. Thompson.—p. 52. 

Synovial Sarcoma: Report of Five Cases. S. R. Maxeiner and B. H. 
McLaughlin.—p. 65. 

*Indications and Contraindications for Intestinal Intubation in Small Bowel 
Obstruction. F. I. Harris and W. Leff.—p. 78. 

Early Clinical Diagnosis of Carcinoma of Colon. S. A. Portis and C. H. 
Lawrence.—p. 86. 

Diverticulitis of Colon. R. W. McNealy and F. D. Wolfe.—p. 92. 

Renal Factor in Nontoxemic Hypertensive States of Pregnancy. W. M. 
Silbernagei.—p. 96. 

Rare Anomaly in Peritonitis Involving Small Bowel. J. A. Tesson. 
—p. 102. 

Reverse Pectoral Tendon Action for Adolescent Obstetrical Paralysis. 
T. Cacioppi.—p. 108. 


Potassium Deficiency in Surgical Patients.—Of 290 surgical pa- 
tients with potassium deficiency states studied and treated during 
a nine month period at Cook County Hospital, 221 had hypo- 
kalemia (hypopotassemia) on admission, and in 69 potassium de- 
ficiencies developed postoperatively. The pathogenic factors in 
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potassium deficiency are as follows: (1) loss of gastrointestina} 
secretions (gastrointestinal suction drainage, without adequate 
replacement of potassium, often leads to potassium deficiency 
after four or five days); (2) prolonged use of potassium-free 
parenteral solutions; (3) limitation of potassium intake in food: 
and (4) increased renal excretion of potassium resulting from 
surgical trauma, with its attendant alarm reaction, diuresis due 
to parenteral infusions of sodium chloride or dextrose, and dis- 
turbances in acid-base balance. The commonest clinical picture 
consists of gradually increasing muscular weakness, loss of 
energy, anorexia, listlessness, and mental depression. Abdominal! 
distention is also frequent preoperatively and postoperatively, 
Treatment of potassium deficiency is an important addition to 
thé care of the surgical patient and is often essential to his sur- 
vival. Intravenous administration of a solution containing 3 gm. 
of potassium chloride (40 mEq. of potassium) in a liter of iso- 
tonic sodium chloride solution, amino acids, or 5% dextrose 
solution, not faster than 120 to 180 drops (8 to 12 cc.) per 
minute, is recommended for general use. In the authors’ patients 
it was followed, with few exceptions, by prompt and often strik- 
ing improvement in muscular strength, mental attitude, energy, 
and appetite, together with subsidence of abdominal distention 
and elevation of the serum potassium concentration. 


Intestinal Intubation.—The authors classify as “small bowel 
distention” those types of simple obstruction that are amenable 
to intubation as definite therapy. “Small bowel distention” is 
synonymous with the condition represented by the distended 
loops of small bowel seen on the flat film in cases of clinically 
suspected intestinal obstruction. Indications for intubation as 
definitive treatment are as follows: preoperative or postopera- 
tive peritonitis, postoperative adhesions, and reflex distention 
(reflex ileus). One may expect success in 80 to 90% of the 
cases in this group. Careful clinical and roentgenologic follow- 
up is absolutely essential to recognition of the contraindications 
to continuation of this treatment, which are as follows: appear- 
ance of dark, bloody drainage in the tube, increase in small 
bowel distention as shown by flat films, lack of clinical improve- 
ment after 24 hours of successful intubation, increase in pulse 
rate, fever, abdominal pain or leukocyte count, and the pres- 
ence of an abdominal mass not previously noted. It is empha- 
sized that distention of the small bowel after abdominoperineal 
resection is a condition in which intubation therapy may ulti- 
mately prove to be dangerous. Strangulating and vascular ob- 
structions and obstructions of the large bowel should be treated 
by immediate surgical intervention. Intubation may be used in 
these cases as an adjuvant to preoperative preparation and post- 
operative care, but not as definitive treatment. A danger of in- 
tubation therapy is that the initial relief may delay much-needed 
surgical treatment. 








Journal-Lancet, Minneapolis 
72:1-48 (Jan.) 1952 
*Clinical Uses of Artificial Kidney. F. J. Lewis, M. P. Reiser, R. H. 
Egdahl and others.—p. 1. 
Amyloid Disease with Two Case Reports. L. E. Wold.—p. 8. 
Present Status of ACTH and Cortisone in Rheumatic Fever. F. H. 
Adams.—p. 11. 


Prolonged Labor. C. P. Huber.—p. 13. 

Medical Management of Bilateral Adrenalectomized Patients. A. C. 
Fortney.—p. 15. 

Auditory Projection Technique for Psychiatric Research. H. A. Wilmer 
and M. A. Husni.—p. 17. 


Clinical Use of Artificial Kidney.—Reviewing the history of the 
artificial kidney, Lewis and associates say that they used Mer- 
rill’s modification of the Kalff artificial kidney 26 times in 15 
patients. Eight of these patients had acute renal failure, five had 
chronic renal failure, one had hepatic cirrhosis, and one had 
encephalitis complicated by diabetic acidosis. Most of these pa- 
tients were temporarily benefited by treatment with the artificial 
kidney. A prompt lowering of the protein metabolite levels in 
the blood and an adjustment of the serum electrolyte leveis 
toward normal was obtained in every case. It was possible to 
reduce the body weight when overhydration was present. It is 
suggested that the artificial kidney be used in those cases of 
acute renal failure in which hyperkalemia or overhydration has 
developed and when oliguria has persisted more than six days. 
In patients with chronic uremia the artificial kidney may be 
helpful in preparation for surgery. 













Jol 





952 


inal 
uate 
ney 
free 
C d; 
rom 
due 
dis- 
ture 

of 
inal 
ely, 
1 to 
sur- 
gin. 
iSO- 
rose 
per 
-nts 
rik- 
rey, 
tion 


wel 
ible 
mie 
ded 
ally 

as 
ora- 
ion 
the 
OW- 
ons 
2ar- 
nall 
Ve- 
ilse 
res- 
ha- 
eal 
iIti- 
ob- 
ited 
1 in 
ost- 
in- 
ded 


Vol. 149, No. 3 


Journal Nat. Cancer Inst., Washington, D. C. 
12:465-698 (Dec.) 1951. Partial Index 


Cytochemistry and Morphology of Neoplastic and Nonneoplastic Human 
‘Lymph Node Cells with Special Reference to Hodgkin’s Disease. G. A. 
Ackerman, R. A. Knouff and H. A. Hoster.—p. 465. 

Histopathogenesis of Squamous-Cell Carcinoma Induced in Forestomach 
of Mice by Intramural Injection of 20-Methylcholanthrene. H. I. Fir- 
minger and H. L. Stewart.—p. 491. 

30-Day LD-50 of Two Radiations of Different lon Density. J. W. Holl- 
croft and E. Lorenz.—p. 533. 

Role of Chemotherapy Research Laboratory in Clinical Cancer Research. 
M. J. Shear.—p. 569. 

Metabolism of N'-Labeled p-Dimethylaminoazobenzene in Rats. M. Ber- 
enbom and J. White.—p. 583. 

Histology and Cytochemistry of Human Skin: I. Metachromasia in 
Mons Pubis. W. Montagna, H. B. Chase and H. P. Melarangno. 
—p. 591. 

Myelogenous Leukemia in Cat. W. H. Eyestone.—p. 599. 

Histological Effects of Long-Continued Whole-Body Gamma-lIrradiation 
of Mice. B. Spargo, J. R. Bloomfield, D. J. Glotzer and others.—p. 615. 

Paper Partition Chromatography of Free Amino Acids and Peptides of 
Normal Human Gastric Juice. D. R. Gilligan, J. R. Moor and S§S. 
Warren.—p. 657. 


Journal of Nutrition, Philadelphia 
46:1-140 (Jan.) 1952. Partial Index 


Deposition of B Vitamins in Normally Developing Fetuses as Evidence 
for Increased Vitamin Needs of Rat for Reproduction: II. Pantothenic 
Acid and Biotin. H. Lewis and G. Everson.—p. 27. 

Biological Availability of Certain Foods as Sources of Riboflavin. 
G. Everson, E. Pearson and R. Mattesen.—p. 45. 

Specific Effect of Niacin on Growth. B. Sure, L. Easterling and S. Jeu. 

p. 55. 

Niacin Deficiency in Rhesus Monkey. D. V. Tappan, U. J. Lewis, U. D. 
Register and C. A. Elvehjem.—p. 75. 

Dietary Factors Affecting Gastric Secretion in Rat. E. A. Hawk and 
J. M. Hundley.—p. 87. 

Effect of Aureomycin and Penicillin upon Vitamin Requirements of Rat. 
H. E. Sauberlich.—p. 99. 

*Factors Concerned with Different Erosive Effects of Grapefruit and 
Grapefruit Juice on Rats’ Molar Teeth. R. A. Gortner Jr. and R. K. 
Kenigsberg.—p. 133. 


Enamel-Erosive Effects of Grapefruit and Grapefruit Juice.— 
Miller in 1950 compared the erosive effects of various acid fruits 
and the juices of the fruits and found that the juices were 3 to 
10 times more erosive than the equivalent amount of the fresh 
fruit. Although unable to explain these results, she pointed out 
that they were not due to differences in titratable acidity. Gortner 
and Kenigsberg investigated further the enamel-erosive prop- 
erties of grapefruit and grapefruit juice. They also found that 
consumption of grapefruit juice causes considerably greater 
erosion of the lower molars of rats than ingestion of grapefruit 
sections with similar juice content and pH. When the pressed 
juice was reconstituted into a simulated “fruit” by the addition 
of 3% bactoagar or 5% foamed, compressed gelatin, these 
preparations affected the teeth in about the same manner as the 
natural fruit and were much less destructive than the juice from 
which they were prepared. This implies that the differences are 
not due to some protective substance present only in the fresh 
unpressed fruit, or to some destructive agent arising in the juice 
during the squeezing process. By pair-feeding eight completely 
desalivated rats with litter-mate controls, it was shown that 
salivary buffering had no detectable influence on the extent of 
enamel erosion induced by either grapefruit or grapefruit juice, 
and could not explain the different destructive effects of the two 
supplements. It is concluded that mechanical differences, such 
as the consistencies of the supplements and the different man- 
ners of ingestion, rather than chemical differences, are respons- 
ible for the effects noted. 


Medical Annals of District of Columbia, Washington 
21:1-60 (Jan.) 1952 


Fungus Infections and Their Treatment. S. M. Peck.—p. 1. 

Application of Electrophoresis to Medical Problems. M. Reiners.—p. 11. 

Causes and Significance of Hoarseness. P. H. Holinger.—p. 17. 

“That Full Feeling.” W. T. Gibb Jr.—p. 21. 

Familial Pattern in Peptic Ulcer: Report of Family and Review of Litera- 
ture. E. Wasserman and M. Ringer.—p. 23. 

Perforation of Fish Bone Through the Duodenum into Portal Vein Result- 
ing in Streptococcus Septicemia and Death. A. Widome.—p. 25. 
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New England Journal of Medicine, Boston 


246:77-114 (Jan. 17) 1952 


*Therapeutic Dermatitis. C. G. Lane.—p. 77. 

Prevalence of Psychiatric IlIness in a Medical Out-Patient Clinic. B. H. 
Roberts and N. M. Norton.—p. 82. 

Hypervitaminosis A: Case Report. J. F. Naz and W. M. Edwards.—p. 87. 

Vivax Malaria in Veterans of the Korean War: Preliminary Report of 25 
Cases. W. H. Hall and G. W. Loomis.—p. 90. 

Use of ACTH and Cortisone in Dermatology. J. G. Downing.—p. 94. 


“Therapeutic” Dermatitis —‘“Therapeutic” or “overtreatment” 
dermatitis is becoming a major problem. Comparatively few 
of such conditions are caused by primary irritants, that is, those 
substances that would produce an eruption on contact with most 
skins, but are generally due to sensitization. In one series of 
cases of- therapeutic dermatitis that were reviewed before the 
penicillin era, 70% were caused by sulfonamides, 10% by mer- 
cury, and the other 20% by unknown agents. In another series 
35% were caused by drugs of the sulfonamide group. The sensi- 
tizing effects of these drugs are now better known and so they 
are not so often used for local application. Many cases of poison 
ivy dermatitis are exaggerated with injections of poison ivy ex- 
tracts. It is now believed that these extracts should not be used 
for therapy, although they may be of value in prevention. The 
majority of cases of so-called “athlete’s foot” are complicated 
by dermatitis produced by substances applied to remedy the 
original condition. Whereas the normal skin withstands ordi- 
nary chemical contacts, a skin stripped of its protective layers, 
particularly a skin already inflamed by chemical agents, is easily 
irritated. Agents or vehicles that alter the normal pH of the 
skin, change or remove the lipoid coating, damage the horny 
layer, or react with one another may enhance the sensitization. 
Mercury and salicylic acid together may produce a severer re- 
action than a stronger application of either of these chemicals 
alone. Therapeutic dermatitis often results when chemicals are 
applied for minor scratches, cuts, or burns. Physicians should 
caution their patients to be careful in self-treatment, and to 
avoid patent and proprietary agents of unknown composition 
and those advised by family, friends, or druggist. The first factor 
in treatment is identification and elimination of the causal chemi- 
cals. Omission of the sensitizing agents and application of a 
calamine lotion may be sufficient in mild cases. A lotion is 
usually better than an ointment in early cases. A fixed formula 
often fails, and it is essential to consider the age and type of 
skin, the location, the severity of manifestations, and previous 
applications. 


Texas State Journal of Medicine, Fort Worth 
48:1-60 (Jan.) 1952 


Peripheral Vascular Disease: Conservative Medical Management. H. E. 
Heyer.—p. 7. 

Alpha-Tocopherol and Calcium Gluconate in Prevention of Thrombo- 
Embolism: Preliminary Report. W. E. Crump and E. F. Heiskell Jr. 
—p. 11. 

Prolonged Anticoagulant Therapy for Ambulatory Patients. B. B. Elster 
and H. B. Eisenstadt.—p. 14. 

Clinical Pathology of Multiple Myeloma. W. N. Powell.—p. 18. 

Amebiasis: Common Clinical Problem. T. H. Harvill.—p. 24. 

Treatment of Pinworms (Oxyuriasis); Clinical Evaluation Based on 
1,005 Cases. W. P. Killingsworth, P. R. Meyer, |. M. McFadden and 
H. L. Boardman.—p. 27. 

Management of Burns in Children: Newer Concepts. F. A. Garbade and 
T. G. Blocker Jr.—p. 32. 

Letterer-Siwe’s Disease: Report of Case in Infant. G. T. O’Byrne.—p. 35. 

Extragenital Granuloma Venereum: Report of Case Without Associated 
Pudendal Lesion. D. S. Morris and G. E. Bennack.—p. 39. 


Virginia Medical Monthly, Richmond 
79:1-62 (Jan.) 1952 


Antihistaminics. H. B. Haag.—p. 8. 

Anemia. K. D. Graves.—p. 12. 

Treatment of Intestinal Obstruction with Air-Vent Tube. J. W. Devine, 
J. W. Devine Jr., S. W. Burwell and others.—p. 17. 

Practical Management of Alopecia. R. J. Fieids.—p. 20. 

Administration of Potassium to Surgical Patients in a 150 Bed Hospital. 
H. A. Albertson and H. H. Trout Jr.—p. 25. 

Geriatrics Unlimited. J. P. Lynch.—p. 29. 

Multiple Osteochondromata of Hand: Report of Case. B. H. Kyle.—p. 36. 

Eosinophilic Granuloma of Skull: Report of Four Cases of Benign Bone 
Lesion. J. M. Meredith and W. T. Price Jr.—p. 38. 

Electro Shock Therapy—Central State Hospital. M. S. Brent and R. W. 
O’Gorman.—p. 44. 
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British Heart Journal, London 
14:1-152 (Jan.) 1952 


Regulation of Blood Pressure Levels by Hexamethonium Bromide and 
Mechanical Devices. P. A. Restall and F. H. Smirk.—p. 1. 

Complete Transposition of Great Vessels. R. Astley and C. Parsons. 
—p. 13. 

*Pathology of Pulmonary Heart Disease. F. McKeown.—p. 25. 

Electrokymography—Preliminary Studies. L. G. Davies and G. R. 
Venning.—p. 33. 

Movement of Aortic and Pulmonary Valves Studied Post Mortem by 
Colour Cinematography. I. K. R. McMillan, R. Daley and M. B. 
Matthews.—p. 42. 

Pulmonary Capillary Arterial Pressure Pulse in Man. W. Weissel, F. Salz- 
mann and H. Vetter.—p. 47. 

*Constrictive Pericarditis. W. Evans and F. Jackson.—p. 53. 

Rheumatic Fever in Young Adults. W. T. Zimdahl.—p. 70. 

Dihydrogenated Alkaloids of Ergot in Investigation and Trectment of 
Diastolic Hypertension. D. F. Gibbs.—p. 77. 

Aneurysm of Coronary Arteries. A. I. D. Prentice and J. B. Penfold 
—p. 87. 

Exercise Test in Intermittent Claudication. L. McDonald and R. Semple. 
—p. 91. 

*Role of Nervous System in Maintenance of Venous Hypertension in Heart 
Failure. D. Halmagyi, B. Felkai, J. Ivanyi and G. Hetényi Jr.—p. 101. 

Clinical Electrocardiography: Three-Dimensional Visual Aids to Teaching. 
T. J. Rankin and E. G. Dimond.—p. 112. 

Heart in. Haemochromatosis. W. G. A. Swan and H. A. Dewar.—p. 117. 

Cardiogram in Ventricular Aneurysm Following Cardiac Infarction. 
T. East and S, Oram.—p. 125. 





Pathology of Pulmonary Heart Disease. 
mortem examinations, 111 cases of right ventricular hyper- 
trophy secondary to diseases of the lungs were found. Emphysema 
was the commonest cause. Three subgroups of cases were dis- 
tinguished in which the absence of morphological lesions in the 
lung parenchyma suggested that increased blood pressure was 
due to changes in the vascular tree itself. Group 1 was com- 
prised of 11 cases in which an obvious obstructive lesion of 
the pulmonary vascular system accounted for the changes in 
the heart, namely, 4 of pulmonary arteritis, 2 of tumor em- 
bolism, and 5 of chronic pulmonary embolism. Group 2 con- 
sisted of four cases in which pulmonary hypertension or right 
ventricular hypertrophy occurred in the absence of any demon- 
strable histological lesion in the pulmonary vascular system or 
parenchyma. These were considered as examples of primary pul- 
monary hypertension. Group 3 consisted of all cases of emphy- 
sema, which was associated with right ventricular hypertrophy 
in 39 cases. Although attempts were made to correlate the right 
ventricular hypertrophy with vascular lesions in the lungs, com- 
parison with necropsy findings in cases without chronic disease 
of the heart or lungs showed that the lesions observed in the 
small vessels conform to normal changes of the pulmonary vascu- 
lar system and therefore could not be considered as the morpho- 
logical basis for the cardiac hypertrophy. 


Constrictive Pericarditis—Of 30 patients between 11 and 63 
years of age with constrictive pericarditis who submitted to the 
operation of cardiac decompression, 25 were alive after follow- 
up observation for 6 months to 13 years. Six were somewhat 
improved by cardiac decompression, but were considered thera- 
peutic failures since they required digitalis and mercurial diu- 
retics for control of fluid retention. One patient resumed his 
work as a window dresser six months after surgical intervention, 
but the follow-up period is still too short to permit definite 
conclusions. The remaining 18 patients who have already sur- 
vived the operation for an average period of five years were 
greatly benefited and follow their customary occupations with- 
out complaints. The authors believe that constrictive pericardi- 
tis is the outcome of a tuberculous infection. Generally the 
infection was confined to the pericardium except for slight in- 
volvement of the pleura. Surgical intervention should be delayed 
in patients with evidence of tuberculosis in areas other than the 
pericardium. Symptoms and signs of constrictive pericarditis, 
and electrocardiographic changes are discussed. Roentgenologic 
examination of the heart proved an indispensable corroborative 
diagnostic test. Calcification of the heart was present in 20 pa- 
tients. A liver biopsy was carried out in seven patients. In three 
the specimen obtained was inadequate; in three others there 
was fibrosis and in one there was much central congestion with- 
out fibrosis. The common occurrence of congestive cirrhosis in 
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constrictive pericarditis makes liver biopsy important, but the 
procedure is difficult and the uncertainty of securing an adequate 
specimen obviates routine use. In patients with constrictive perj- 
carditis of long duration who have ascites and considerable ep. 
largement of the liver, biopsy is important to determine whether; 
the hepatic fibrosis is severe enough to preclude any benefit from 
cardiac decompression. The authors emphasize the value of sur- 
gical treatment when performed early and before the develop. 
ment of irreparable liver damage. Without surgical treatment 
the patient will become a hopeless invalid. 


Venous Hypertension in Heart Failure.—The role of the cen- 
tral nervous system in maintaining venous hypertension was 
studied in 84 men and women, of whom 62 had chronic con- 
gestive heart failure. None of them received any treatment or 
sedative prior to the experiments that were carried out in the 
early morning hours, at least eight hours after the intake of the 
last meal. Ergotamine derivatives and sodium nitrite were ad- 
ministered to study the influence of substances effecting the 
smooth muscle of the vascular system and m-oxyphenyl-isopro- 
pyl-amine was given to study the effect of a sympathomimetic 
agent. Tetraethylammonium bromide, atropine sulfate, and 
N,N-dibenzyl-8-chloroethylamine (dibenamine®) hydrochloride 
were given to bring about ganglionic, sympathetic, and para- 
sympathetic blocking on venous pressure. The substances were 
administered by a slow intracardiac or intravenous infusion by 
means of an electric pressure pump. Prior to and following al! 
procedures, cardiac output and pressures were repeatedly deter- 
mined. Additional experiments were carried out on male and 
female unanesthetized dogs. Results showed that ergotamine 
derivatives caused a rise in peripheral and central venous pres- 
sure in man, but not in animals. Sodium nitrite decreased the 
right atrial pressure in patients with heart failure, but not in 
normal persons. Contraction or relaxation of the walls of the 
veins seems to result in a rise or decrease in venous pres- 
sure. Venous hypertension in heart failure is partly due to a 
constriction of the small veins. Venous constriction in heart 
failure is mediated by the sympathetic nervous system and con- 
trolled by higher brain centers. As in benign arterial hyperten- 
sion, in venous hypertension there is also-a “common neuro- 
genic component.” Venous pressure elevation in dogs given large 
intravenous infusions of isotonic sodium chloride solution did 
not decrease following administration of tetraethylammonium 
bromide. It was concluded that expanding blood volume does 
not create conditions identical with human heart failure. High 
venous pressure in heart failure results from a combination of 
a mechanical factor, such as high blood volume or back pres- 
sure, and a functional factor, such as nervously produced venous 
constriction. 





British Journal of Surgery, London 
39:193-288 (Nov.) 1951 


Local Recurrences After Sphincter-Saving Excisions for Carcinoma of 
Rectum and Rectosigmoid. J. C. Goligher, C. E. Dukes and H. J. R. 
Bussey.—p. 199. 

cag gy to Principles of Surgery of Inguinal Hernia. A. J. H. Rains 
—p. 211. 

Proximal Approach to Oblique Inguinal Hernia. D. S. Quill.—p. 226 

Posterior Wall of Inguinal Canal. M. J. Blunt.—p. 230. 

Cicatrizing Enterocolitis. G. Lumb.—p. 233. 

Giant Hypertrophic Gastritis Simulating Malignant Disease. R. T. Grime 
and R. Whitehead.—p. 244. 

Case of Eosinophilic Gastritis. I. Doniach and K. C. McKeown.—p. 247. 

Gastric Neurilemmoma. J. A. Baty.—p. 251. 

Cyst Formation in Relation to Stomach and Oesophagus. R. C. Shaw. 
—p. 254. 

Reticulosarcoma of Thyroid Gland. A. Dick and H. S. Keilett.—p. 257. 

Case of Congenital Capillary Haemangioma of Parotid Gland. R. A. 
Caldwell.—p. 261. 

*Results of Surgery for Bronchiectasis. J. T. Chesterman.—p. 263. 


Surgery for Bronchiectasis—In 114 consecutive lobectomies 
and segmental resections of the lung performed on 106 patients 
between the ages of 242 and 47 years with bronchiectasis, the 
two tourniquet method was used in 59, dissection in 55, and both 
methods in 7 cases of multiple resections. Dissection is indicated 
unless speed is essential, that is in small children, in patients who 
are bad risks, and in the presence of operative or anesthetic 
difficulties. There were two operative deaths and in both patients 
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the disease involved both lungs. Five deaths occurred six months 
to three years after the surgical intervention; three were attribut- 
able to the chest condition, one of which was an operative failure. 
Four patients were unchanged. Twelve patients were improved, 
i. e., they resumed their normal occupations, but some dis- 
ability was still present. Good results were obtained in 77 pa- 
tients, while 6 were improved and awaited further surgery. 
Operative mortality now appears to be due almost entirely to 
avoidable errors of judgment. Later mortality depends on the 
number of cases in which operation is performed for bilateral 
and diffuse disease, and is probably avoidable in cases in which 
it is unilateral. Postoperative lack of expansion of the lung is due 
to the following factors: tracheobronchitis and bronchial ob- 
struction, pleural fluid, whether serous or purulent, broncho- 
pleural fistula, pulmonary edema, and infection. Several of these 
factors usually occur, and it is frequently impossible to separate 
them from each other, though one factor usually predominates 
in initiating the condition. Pleural fluid and tracheobronchitis 
appear to be the most important. In 10 patients bronchiectasis 
recurred within 24 months of the original operation. Recurrent 
bronchiectasis is caused by fibrosis following edema and infec- 
tion of the area involved. The precipitating factors are bronchial, 
vascular, and lymphatic obstruction, except in rare cases in 
which acute infection or neuromuscular incoordination may 
initiate the process. Collapse and pneumonitis of the opposite 
side and congenital abnormalities observed at operation do not 
increase postoperative mortality. Lobectomy and segmental re- 
section offer relief in some cases of diffuse bronchiectasis, they 
are of increasing value in bilateral cases, and the 90% success 
of surgical intervention for unilateral disease can hardly be 
excelled in any other field of surgery. 


Canadian Medical Association Journal, Montreal 
66:95-210 (Feb.) 1952 


Cerebral Fat Embolism: Unusual Case with Recovery. J. Kershman and 
F. Haddad.—p. 95. - 

*rollow-Up Study of Juvenile Diabetics. R. B. Kerr, G. D. Brown and 
N. Kalant.—p. 97. 

Present Status of Deficiency States. C. J. Barborka.—p. 105. 

Evaluation of Newer Techniques in Surgical Scrub. E. Harrison and 
W. H. Cockcroft.—p. 110. 

Diagnosis and Surgical Management of Gall Stone Ileus. R. M. Levine 
and C. B. Ripstein.—p. 113. 

Advances in Colon and Rectal Surgery. A. O. Whipple.—p. 116. 

Post Traumatic or Infectious Localized Serous Meningitis or Subdural 
Hygroma. J. Sirois.—p. 121. 

Heart Disease and Mass Miniature Radiography. M. I. Bostock and 
W. Morris.—p. 126. 

Costobrachial Syndrome. J. C. Luke.—p. 127. 

Spontaneous Abortion—Diagnosis and Treatment. C. L. Randall and 
P. K. Birtch.—p. 132. 

*Chronic Friedlander’s Pneumonia. H. Z. Pomerantz and E. Wasserman. 
—p. 137. 

Outbreak of Epidemic Influenza at Camp Borden, Ontario. G. Deinpster, 
D. O. Coons and B. K. Buchner.—p. 140. 

Carcinoma of Bladder: Results of Total Cystectomy. F. H. Colby. 
—p. 144. 

Malignant Haemangioendothelioma of Heart. A. J. Blanchard and H. 
Hethrington.—p. 147. 

Experiences with Terramycin in Urinary and Genital Tract Infections. 
P. R. Blahey.—p. 151. 

Anaesthesia for Fenestration. M. B. Shea and B. W. Tanton.—p. 154. 

Sacro-Iliac Joints: Observations on Gross and Histological Changes in 
Various Age Groups. G. R. Macdonald and T. E. Hunt.—p. 157. 


Juvenile Diabetes.—A follow-up was made of 81 patients in 
whom diabetes had appeared before the age of 16, lasting in 
some as long as 28 years. All but 3 had been treated entirely 
during the insulin era, and 36 had had a hereditary and/or 
familial history of diabetes. The diabetes was considered well 
controlled in 32 patients who came closest to attaining normal 
physiological conditions during the entire period of the disease, 
while in 49 there was evidence of poor diabetic control. 
etinopathy was present in 12 well controlled patients, cardiac 
disease in 1, renal disease in 2, vascular calcification in 2, neur- 
opathy in 1, and cerebral damage in 1. Early and more frequent 
complications were found in the poorly controlled patients, 
with retinopathy in 29, cardiac disease in 6, renal disease in 9, 
vascular calcification in 11, neuropathy in 7, skin lesions in 8, 
and other diseases in 2. After 15 or more years of diabetes, 6 
of the well-controlled patients as compared to 2 of the 28 poorly 
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controlled patients showed no clinical evidence of degenerative 
changes. Of the 10 well-controlled patients who survived 20 
years of diabetes, 4 were free from complications, whereas com- 
plications were present in all the 28 poorly controlled patients 
who survived the same length of time. Adequate diabetic con- 
trol was also important in assuring the birth of living children. 
Of 10 children born to mothers of the first group, 9 are still 
living, while of the 13 children born to mothers of the second 
group, only 2 are living. The rate, severity, and early onset of 
complications increase as the degree of diabetic control de- 
creases. Normal physiological conditions rather than mere free- 
dom from symptoms should be one’s aim in treating juvenile 
diabetes. 


Chronic Friedlander’s Pneumonia.—Four cases of chronic pneu- 
monia due to Friedlander’s bacillus are reported, and the course, 
diagnosis, and beneficial effects of combined antibiotic and surgi- 
cal treatment are discussed. On the basis of individual chest 
roentgenograms, in two cases the diagnosis was pulmonary 
tuberculosis despite the presence of Friedlander’s bacillus in the 
sputum culture. But a review of serial roentgenograms showed 
clearly that the pneumonic process of the lobes had progressed to 
multiple abscesses and cavitation. In one patient after the infec- 
tion was controlled with prolonged administration of chloram- 
phenicol (chloromycetin®) streptomycin, and sulfadiazine, lobec- 
tomy to remove the residual cavitation of the right upper lobe 
was successful. In another patient, who was seen before the 
newer antibiotics became available, lobectomy could not be per- 
formed because the antibiotic control was inadequate, and the 
patient died 10 months after hospitalization. Because this dis- 
ease is easily confused with coccidioidomycosis and especially 
pulmonary tuberculosis, studies of serial chest roentgenograms 
and sputum cultures are of the utmost diagnostic importance. 
Death rate due to acute Friedlander’s pneumonia has decreased 
since the advent of the newer antibiotics, and may be further 
diminished with the combined use of these antibiotics and 
surgery. 


Deutsches medizinisches Journal, Berlin 
3:1-48 (Jan. 15) 1952. Partial Index 


*Treatment of Intracranial Aneurysms. W. TOnnis.—p. 1. 

So-Called Antihistamine Drugs in Clinic and Practice. G. A. Rost.—p. 4. 

Parenteral Therapy with Calcium, Cysteine, and Ascorbic Acid. H. 
Kienle.—p. 9. 


Treatment of Intracranial Aneurysms.—Of 45 patients with 
surgically treated intracranial aneurysms, 10 had ligature of the 
carotid artery in the neck for aneurysm of the internal carotid 
artery and all survived the operation. In 10 additional patients 
with aneurysm of the internal carotid artery intervention con- 
sisted of intracranial exclusion of the aneurysm with silver clips 
applied in front and behind the aneurysm; one of these patients 
died from secondary hemorrhage. Direct intracranial interven- 
tion combined with ligation of the carotid arteries in the neck 
was performed on nine patients with aneurysm of the internal 
carotid artery, and one died. Direct intracranial intervention was 
performed on the remaining 16 patients, 1 with aneurysm of 
the ophthalmic artery, 5 with aneurysm of the anterior cerebral 
artery, 2 with aneurysm of the anterior communicating artery, 
4 with aneurysm of the middle cerebral artery, and 2 each with 
aneurysm of the posterior communicating artery and vertebral 
artery, respectively. Intracranial exclusion of the aneurysm was 
combined with simultaneous resection of the cervical sympa- 
thetic nerve to check axon reflexes. As a rule, treatment of 
aneurysm of the anterior communicating artery consists only 
of reinforcing the arterial wall by surrounding it with small 
muscle pieces. Aneurysm of the posterior communicating artery 
may be treated by exclusion of the aneurysm with silver clips 
applied in front and behind the aneurysm. Four of these 16 
patients died. Of the 45 patients operated on, 6 died, a mor- 
tality rate of 13.3%; the mortality rate was 17.1% in the 35 
patients who submitted to intracranial intervention. Compared 
with the results reported in the literature, the author’s results 
are favorable; two-thirds of the patients with the apopleptic 
type and all the patients with the paralytic type of intracranial 
aneurysm survived. Since precise localization of intracranial 
aneurysms has become possible by clinical examination com- 
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bined with arteriography, in every case the possibilities of sur- 
gical intervention to exclude the source of bleeding should be 
considered. Adequate collateral circulation is necessary for sur- 
gical intervention, and consequently arteriograms of the contra- 
lateral internal carotid and vertebral arteries are indispensable. 


Giornale di Clinica Medica, Parma 
32:1081-1204 (Oct.) 1951 


Velocity of Circulation, Sedimentation Rate, Coagulation and Bleeding 
Time, and Capillary Fragility in Old Age. L. Gipperich and S. Lo 
Bianco.—p. 1081. 

Number and Formula of Leukocytes in Healthy Adults from Sicily. 
G. Cali’.—p. 1111. 

*Treatment of Breast Cancer: Synthetic Review and Experiences at Radi- 
ology Institute of University of Parma. T. Braibanti and G. Prevedi. 
—p. 1123. 





Treatment of Breast Cancer.—After review of the literature on 
this subject, the authors conclude that the best curative meas- 
ure is radical surgical removal of the tumor based on early 
diagnosis and classification of the tumors as operable and in- 
operable according to the extent and type of growth of the 
cancer. Irradiation is a palliative measure and is used preopera- 
tively and/or postoperatively. Preoperative roentgen therapy is 
not used often because the surgeon objects to delaying the opera- 
tion. Postoperative roentgen therapy is used widely, especially 
in patients with advanced axillary metastasis. In inoperable 
cases administration of divided doses of roentgens at low volt- 
age and weak filtration gives good results. Hormone therapy 
and castration are effective on bone metastasis, and radiological 
castration is the method of choice. However, endocrinotherapy 
and its practical application have not been studied completely. 
The authors report on 380 patients who were treated postopera- 
tively at the Radiology Institute of the University of Parma from 
1935 to 1948. Primary cancer was present in 237 patients and 
recurrences with metastasis to the lymph nodes in 143. Cancer 
was more frequent in 152 menopausal women over 45 years 
of age. Postoperative roentgen therapy was begun 20 to 30 days 
after the intervention, and consisted of a total of 5,000 to 6,000 
r administered in doses of 250 to 300 r daily. The anterior area, 
from the sternum to the axilla, received a total of 2,500 to 
3,000 r; the supraclavicular area and a posterior area, includ- 
ing the scapular region and the axilla, received 1,000 and 1,500 
r, respectively. Of these patients 112 were not followed. In the 
others the mortality rate was higher in the 2 years following 
treatment, decreasing after 5 and 10 years. The survival rate in 
patients less than 45 was 28.2%, 17%, and 10.7% after 3, 5, 
and 10 years, respectively, as compared to a survival of 52.2%, 
41.2%, and 29.2% in patients over 45. Results of treatment 
of mammary carcinoma are still far from encouraging, and 
much more work on the problem is needed. 


Journal of Laryngology and Otology, London 


66:1-54 (Jan.) 1952 


Semon Lecture: Articulatory Defects in Aphasia. M. Critchley.—p. 1. 
Osteomyelitis of Maxilla. R. Macbeth.—p. 18. 

Endocrines and Nose. E. Watson-Williams.—p. 29. 

Nuclear Jaundice and Deafness. J. Gerrard.—p. 39. 


Lancet, London 
1:167-220 (Jan. 26) 1952 


Acute Infections of Fingers and Hand. D. Bailey.—p. 167. 

Factors Influencing Rate of Healing of Gastric Ulcers: Admission to 
Hospital, Phenobarbitone, and Ascorbic Acid. R. Doll and F. Pygott. 
—p. 171. 

Size of Follicles in Non-Toxic Goitre. S. Taylor.—p. 175. 

Effect of Mephenesin in Spastic Paralysis. D. R. Laurence.—p. 178. 

Metabolic Effects of Total Pancreatectomy in Man. A. G. W. Whitfield, 
A. Gourevitch and G. Thomas.—p. 180. 

Effect of Adrenocorticotropic Hormone on Clinical and Experimental 
Haemolytic Anaemia. K. P. Clearkin.—p. 183. 

Haemopoietic Effect of Vitamin Biz Prepared from Fish. K. Hausmann 
and K. Mulli.—p. 185. 

Haemothorax Following Artificial-Pneumothorax Refills. W. E. Mashiter. 
—p. 188. 

Gross Amino-Aciduria Following Lysol Burn. A. G. Spencer and G. T. 
Franglen.—p. 190. 

Agranulocytosis During Treatment with Diethazine Hydrochloride. G. C, 

Heller and D. A. Sime.—p. 192. 
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Lyon Chirurgical 
47:1-128 (Jan.) 1952. Partial Index 

Denervation of Hip Joint. A. Trillat and R. Lacour.—p. 1. 

Experimental Study of Hepatic Flora in Human Subjects. C. Romieu and 
A. Brunschwig.—p. 11. 

Primary Hyperostosis of the Cranium: Observations on 8 Cases. P, 
Wertheimer and P. Milleret.—p. 18. 

Action of Thyroxin on Course of Experimental Fractures in Dogs. R 
Fontaine, A. Chevallier, M. Klein and others.—p. 23. 

Postoperative Pubic Osteitis: Study of 20 Cases. J. Cibert, L. Durand 
and J. Collenet.—p. 37. 

*Utilization of Heterogenous Frozen Bone in Human Subjects. M. Guil- 
leminet, P. Stagnara, T. Dubost-Perret and others.—p. 57. 


Heterogenous Frozen Bone in Human Surgery.—A human bone 
bank is of great importance in bone surgery, but it is sometimes 
difficult to obtain a sufficient supply of preserved human bone, 
When J. and R. Judet in 1949 reported that they had used frozen 
bone of calves in surgical interventions on human beings, the 
authors decided to try this same material. The Judets had sug- 
gested that refrigeration at extremely low temperatures produces 
modifications in the osseous tissue, which in some manner takes 
away its species specificity. The authors first experimented with 
frozen calf bone in 15 dogs and 12 guinea pigs, and then used 
the heterologous material in man. In May, 1951, they were able 
to evaluate 80 calf bone grafts in human subjects, which they 
review in this paper. Compact bone was used in 43 of these cases 
and spongy bone in 37. By far the greatest number of bone 
grafts were performed for fixation of the spine, some for pseu- 
darthrosis of the extremities and in other cases bone defects, 
such as cysts, tumors, or cavities, had to be filled with bone tis- 
sue. The results were unsatisfactory in only eight cases, two of 
scoliosis, one of lumbosciatic disease, two of pseudarthroses, one 
in which arthrodesis was done, and two in which cavities were 
filled. Tolerance was about the same for frozen heterogenous 
bone as for autogenous bone grafts. 


Medical Yournal of Australia, Sydney 
1:25-56 (Jan. 12) 1952 


Psychiatric Facts and Fantasies. J. F. Williams.—p. 25. 
Endemiology in Family Practice. H. Shannon.—p. 30. 
Fatal Stings to North Queensland Bathers. H. Flecker.—p. 35. 
Chemotherapy in Reticuloses. R. A. Melick.—p. 38. 
Limitations of Graham’s Test in Examination of Gall-Bladder. D. G. 
Maitland.—p. 43. 
1:57-96 (Jan. 19) 1952 
“Memini Praeteritorum, Futura Praeuideo.”’ K. B. Fraser.—p. 57. 
Recent Trends in Aviation Medicine Abroad. E. A. Daley.—p. 61. 
Phenylpyruvic Oligophrenia, with Notes on New Case and Report of 
Laboratory Investigations in Earlier Case. S. J. Cantor.—p. 69. 
Student Training in Personal Relationships Between Doctor and Patient, 
S. D. Rubbo and P. Gladwell.—p. 71. 


Medicina Clinica, Barcelona 
17:275-348 (Nov.) 1951. Partial Index 


Pathogenetic Bases for Treatment of Arterial Hypertension. J. Gibert- 
Queralt6.—p. 275. 

Hanot’s Disease and Treatment with Lipotropic Factors. J. Solsona 
Conillera.—p. 290. 

*Stomatitis from Streptomycin. N. Nadal-Valldaura.—p. 309. 

*Use of Rectal Route in Treatment of Migraine. R. Frouchtman.—p. 311. 

Present Treatment of Suprarenal Insufficiency. C. Pérez Vitoria.—p. 312. 


Stomatitis Caused by Streptomycin. — Streptomycin causes 
edema of the lips, small superficial ulcerations on the labial 
mucosa, tip of the tongue, and inside of the cheeks, a whitish 
coating over part of the buccal mucosa, and violent redness of 
the tongue, lips, and gums. The roof of the palate may also be 
involved. These lesions in various combinations appear some 
time after treatment with streptomycin is begun, disappear when 
it is discontinued, and reappear if it is resumed. The pathogenesis 
of this stomatitis is not clear; toxic and allergic factors have been 
suggested as its cause, and both together may be responsible. 
Its frequency is diminished when doses are not too high and 
when dihydrostreptomycin, which seems less toxic than other 
forms, is used. Sensitivity of the buccal mucosa to the various 
streptomycin salts should be determined before treatment is 
begun by means of a testing cup attached to a tooth, since skin 
tests are not always satisfactory. 
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Use of Rectal Route in Treatment of Migraine.—Caffeine and 
ergotamine with acetylsalicylic acid taken orally proved effec- 
tive in aborting attacks of migraine. One tablet containing 0.002 
om. of ergotamine tartrate, 0.11 gm. of caffeine, and 0.25 gm. 
of acetylsalicylic acid was usually sufficient; if necessary, an- 
other tablet was taken an hour later. Larger doses may give 
rise to gastric disturbances, but these may be avoided by rectal 
administration, which brings the medication into contact with 
a mucosa of large absorptive capacity and results in its entrance 
into the vena cava and the general circulation. The time re- 
quired for the diug to take effect is short, approximating that 
of subcutaneous injections. The action of the gastric juices and 
the hepatic barrier are avoided, eliminating gastric disturbance. 
Fourteen patients with migraine have been treated with rectal 
suppositories containing 0.002 gm. of ergotamine tartrate, 0.11 
gm. of caffeine, and 0.1 gm. of aminopyrine (pyramidon®) in 
a suitable base. Headache disappears within haif an hour, and 
the patients remain symptom free for several days. Failure 
occurred in only one case of the endocranial type, which is 
generally resistant to symptomatic therapy. 


Minerva Medica, Turin 
42:1037-1068 (Dec. 15) 1951 


Errors and Inefficiencies of Radiodiagnosis of Pulmonary Cavities. 
G. Luzzatti and B. Perotti.—p. 1037. 

Longitudinal Tomography of Esophagus in Oblique Right Anterior Pro- 
jection. G. Guglielmini and D. A. Scala.—p. 1044. 

Contribution to Study of Renal Hemodynamics in Patients with Heart 
Disease by Means of Selective Tests of Renal Functions. O. Mantero 
and G. Barlassina.—p. 1049. 

*Application of Carotid-Sinus Pressure in Diagnosis. L. Marzocchi and 
G. Pisani.—p. 1058. 


Carotid-Sinus Pressure in Diagnosis.—The authors studied the 
diagnostic application of pressure on the carotid sinus in 50 
patients with various allergies and nervous imbalance who had 
no abnormality of the carotid sinus. Eight patients were of the 
“torpid” type or quiet and balanced persons, 12 were of the 
“intermediate” type, 23 of the “labile” type or unusually excit- 
able persons, and 7 were of the “pathological” type or persons 
with pathological disturbances of the nervous system. The pres- 
sure, applied simultaneously to both sinuses of the patient in 
the standing position, aroused reactions that were divided into 
the following four phases: (1) mydriasis, with paresthetic sen- 
sations of the upper and lower extremities; (2) hypotension, 
bradycardia, and dizziness; (3) complete loss of energy, arrest 
of pulse beat, and apnea lasting as long as 20 seconds; and (4) 
loss of consciousness, with eventual epileptiform attacks. These 
symptoms regressed 20 seconds to | minute after the compres- 
sion was stopped. The fourth stage was reached easily and 
quickly by the “labile” person, whereas in the “torpid” person 
the reaction was interrupted at the first or second stage. Since 
persons of the same nervous type reacted to compression of the 
carotid sinus constantly in the same way, the authors suggest 
that this technique may become a valuable adjuvant in diagnosis. 


New Zealand Medical Journal, Wellington 


50:537-634 (Dec.) 1951 


Present Scope of Cardiac Surgery. E. M. Nanson.—p. 537. 

Sexual Precocity. H. R. Donald.—p. 552. » 

Two Unusual Vulval Tumours. J. L. Wright.—p. 560. 

Causes of Failure in Breast Feeding. H. E. W. Robertson.—p. 566. 

Tracheal Obstruction in Infancy Due to Angioma. I. M. Rutherford and 
A. W. Sutherland.—p. 570. 

Epidemic of Atypical Pneumonia. S. R. West.—p. 571. 

“Comments on Death and Resuscitation After Electric Shock in New 
Zealand. T. O. Garland.—p. 579. 

Epileptic Automatism. I. M. Allen.—p. 585. 

Cancer of Colon, with Emphasis on Its Recognition in General Practice. 
E. H. W. Gifford.—p. 599. 

Congenital Atresia of Oesophagus. A. W. Sutherland.—p. 603. 

Stitch: Side Pain of Athletes. J. D. Sinclair.—p. 607. 


Death and Resuscitation After Electric Shock.—The degree of 
shock produced by an electric current is influenced by length of 
contact, strength of current, parts of the body through which the 
current passes, and other factors. Garland emphasizes that many 
electric shock victims, like the apparently drowned, may be re- 
Vived by artificial respiration. A New Zealand report mentions 
10 successful attempts to revive men after a shock severe enough 
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to produce unconsciousness; a report from Great Britain de- 
scribed 102 such cases in the years 1944-1948 and Jellinek in a 
recent book reports 12 cases. In these reports the longest inter- 
val between shock and returning consciousness was 90 minutes. 
However, the author cites a Canadian report in which recovery 
occurred after continued application of efficient prone pressure 
resuscitation for eight hours. A study of the inquest reports of 
victims of electric shock indicates that a fatal shock does not 
always produce death or even unconsciousness immediately. 
Garland believes it is possible that the resistance of the tissues 
causes a rise in temperature and that the man who is able to 
talk and then vomits and then passes into unconsciousness is the 
victim of a heat stroke, with paralysis of the respiratory center. 
When electric shock acts directly on a heart, it may produce fi- 
brillation or complete arrest. A number of observers suggest that 
the heart may merely be jarred into beating very feebly and ir- 
regularly. Jellinek stressed that in cases of apparent death after 
electric shock imperceptibility of heart activity is characteristic, 
and he insists that artificial respiration should be continued for a 
number of hours. Cardiologists know that inaudibility of heart 
sound is not necessarily incompatible with life. The opinion ex- 
pressed by some pathologists that, if the heart sounds could not be 
heard with a stethoscope for 10 minutes, there was no possibility 
of revival, is therefore challenged by the author. It is advisable 
to continue artificial respiration after electric shock for two hours 
after all signs of life have ceased. In some cases in which a fall 
is associated with the severe electric shock, some method of 
artificial respiration other than prone pressure should be applied. 
It would add to our knowledge if an electrocardiogram were 
taken in any case of apparent death from electric shock when 
the patient is admitted to the hospital. 


Nordisk Medicin, Stockholm 


46:1867-1922 (Dec. 19) 1951 


*Reiter’s Syndrome. L. Nyfos.—p. 1868. 

Effect of p-Aminosalicylic Acid Treatment on Mortality After Thoraco- 
plasty in Pulmonary Tuberculosis. S. Lundberg.—p. 1871. 

Prepartal Diagnosis of Anencephalus. E. Gustavsson.—p. 1874. 

Surgical Treatment of Anal Incontinence. B. Snellman.—p. 1874. 

Mongolism and Heredity. S. Lahdensuu.—p. 1877. 


Reiter’s Syndrome.—N yfos discusses seven cases of Reiter’s syn- 
drome in men from 20 to 43 years of age who were treated 
during the last 10 years, four of them in 1950. One patient was 
readmitted during the period because of recurrence. On admis- 
sion five patients presented the full symptom complex of 
urethritis, conjunctivitis, and polyarthritis, one patient had 
symptoms from the eyes and urinary tract, and two patients had 
symptoms referable to the joints and urinary tract. The more 
severely ill patients with generalized symptoms seemed to be 
those with the entire symptom triad. Two patients also had 
stomatitis, one had a hyperkeratotic skin eruption, and one had 
myocarditis. Cases with two symptoms of the triad or in which 
the third symptom is transitory are considered as more or less 
abortive. A tendency to recur was observed. Complete recovery 
was usual, although in the typical cases with polyarthritis the 
course was long-continued. The patient generally seeks medical 
care for the joint symptoms. Since the etiology and pathogenesis 
are uncertain, no adequate causal therapy has been possible. 
The varied picture in the cases described led the author to sug- 
gest that the disease may represent allergic phenomena, possibly 
on different etiological bases. 


Policlinico (Med. Sect.), Rome 
58:357-420 (Dec.) 1951 


*Icterus in Leptospiral Icterohaemorrhagica: Its Characteristics and Patho- 
genesis. M. Austoni and L. Treu.—p. 357. 

Behavior of Blood Calcium and Potassium after Intradermal Administra- 
tion of Penicillin. A. La Maestra.—p. 401. 

Unsaturated Fatty Acids: Biochemistry and Therapeutic Applications. II. 
Experiments with Vitamin F 99. M. Finzi.—p. 408. 

Id.: III. Vitamin F, Essential Factor. M. Finzi.—p. 416. 


Jaundice in Weil’s Disease.—Jaundice in spirochetal hepatitis 
was studied in 143 patients, in most of whom the infection had 
developed after swimming in infected waters. Jaundice had ap- 
peared from the second to the ninth day of the disease in 67 pa- 
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tients. The characteristic orange color was also present in the 
internal organs and the body fluids. Itching was present only in 
the patients with jaundice, whereas bradycardia was observed 
in all the patients and was attributed to the bradycardic action 
of bacterial toxins. Temperature and urobilinuria were propor- 
tional to the severity of jaundice. Constipation revealing poor 


function of the liver and probably of the pancreas was present : 


when jaundice was severest. Bile excretion was greatly de- 
creased during the initial phase of jaundice and increased during 
the period of remission. There was a positive, immediate, and 
biphasic reaction to the direct van den Berg test, and the indirect 
van den Berg test showed hyperbilirubinemia. The jaundice in 
Weil’s disease may be attributed to an inflammatory degenerative 
hepatocellular lesion that is responsible for retention of modified 
and unmodified bilirubin. Bile stasis and increased hemolysis 
may be contributing factors. The former is evident in the marked 
diminution or absence of biliary secretion attributable to stasis 
of the biliary pigment at the level of the biliary capillaries, rather 
than to hepatocellular lesion and functional insufficiency. This 
stasis is more pronounced in patients with Weil’s disease, as 
shown by fecal acholia in 47% of the patients, hypocholia in 
33%, and the high levels of stercobilin in periods of remission. 
Increased hemolysis that is responsible for the increased bili- 
rubin is attributed to the biological activity of the Leptospira 
icterohaemorrhagiae and the organism’s reaction to it. The exces- 
sive quantity of stercobilin excreted at remission of jaundice 
probably originates not only from retention of the pigment but 
also from increased production of it before it enters the liver. 
Anemia of the hypochromic type, pronounced inflammatory de- 
generative alteration of the muscle tissue, and hyperazotemia 
observed in these patients with Weil’s disease are discussed. A 
hypothesis is advanced that the process of disintegration of the 
muscle tissue with release of myoglobulin may be important in 
determining not only hyperazotemia but also hepatic insuffi- 
ciency, thus contributing to the genesis of jaundice. 


Presse Médicale, Paris 
60:41-60 (Jan. 16) 1952. Partial Index 


*Surgical Applications of in Vitro Heparin Tolerance Test. J. Witz and 
A.-M. Stuber.—p. 45. 

Artificial Kidney, a New Apparatus and a New Technique. L. Bartrina. 
—p. 48. 

Fatal Hypoglycemic Coma Due to Insular Adenoma of Pancreas. A. 
Luisi.—p. 51. 


Surgical Applications of in Vitro Heparin Tolerance Test.— 
During the last two years Witz and Stuber have used a modi- 
fied Waugh and Ruddick test for increased coagulability of blood 
in vitro combined with Quicks’ prothrombin time test and the 
determination of the amount of prothrombin in the blood for 
prevention, diagnosis and treatment of postoperative phlebitis. 
As a rule the appearance of venous thrombosis was associated 
with hyperprothrombinemia and increased coagulability. Some- 
times the amount of prothrombin in the blood was normal, but 
the heparin tolerance curve fell below normal limits, indicating 
an accelerated coagulation. In rare cases the blood prothrombin 
level was below normal, but the heparin tolerance curve was 
normal or indicated hypercoagulability. Rarely both the heparin 
tolerance test and the determination of the amount of prothrom- 
bin in the blood revealed normal values; these patients nearly 
always presented pulmonary embolism as their first symptom 
in the absence of any peripheral sign. Treatment of postopera- 
tive thromboembolism consisted of intravenous administration 
of massive doses of heparin for 48 hours (600 mg. per 24 hours). 
On the second day administration of ethyl biscoumacetate (tro- 
mexan®) was begun. A heparin tolerance test and prothrombin 
determination were repeated every 48 hours. Treatment was 
arbitrarily considered as effective when the normal coagulation 
time was doubled accérding to the heparin test. As soon as this 
result was obtained, it sufficed to maintain the patients for 8 to 
10 days at hypocoagulability values varying between 150 to 
200% of the control values. Spread of thrombosis or hemor- 
rhages was prevented satisfactorily by strict use of this method. 
Prophylactic preoperative anticoagulant treatment was not prac- 
ticed, but the patients who before the operation had a tendency 
to phlebitis on careful clinical examination or had a positive 
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test for increased coagulability of the blood were given pro. 
phylactic treatment with heparin or ethyl biscoumacetate be. 
tween the third and fifth postoperative day. None of the patients 
thus treated had phlebitis or hemorrhage. 


Rev. Espanola Enferm. Aparato Digest, Madrid 
10:551-676 (Nov.-Dec.) 1951. Partial Index 


Rectocolic Polyposis and Cancer. P. Hillemand and R. Viguie—p. 551. 

Roentgen Aspects of Superficial Enteritis. P. A. Maissa.—p. 561. 

*Stellar Angioma in Diagnosis of Liver Cirrhosis. B. Varela Fuentes and 
H. Gutiérrez Blanco.—p. 573. 

Congenital Absence of Gallbladder in Primary Cancer of Liver. E. Oliver 
Pascual.—p. 581. 

Benign Tumor of Stomach. E. Vidal-Colomer, J. Badosa Gaspar and 
M. Fuste Panisello.—p. 593. 


Stellar Angioma in Liver Cirrhosis.—Stellar angioma mainly 
located on the anterior aspect of the chest, the skin over the 
upper third of the sternum, or the supraclavicular fossas is an 
early, characteristic sign of liver cirrhosis, although cirrhosis may 
occur without angioma. Stellar angioma was observed in 34 of 
57 patients with Laennec’s cirrhosis. It was present in 28 of 46 
men and in 6 of 11 women; in 10 of 12 patients between the 
ages of 41 and 50 years; in 28 of 41 drinkers and in 6 of 15 
patients who did not drink; in 26 of 40 patients with ascites and 
in 8 of 17 patients without ascites; in il of 14 patients with 
hemorrhage in the gastrointestinal tract and in 23 of 43 patients 
without such hemorrhage; in 10 of 14 patients with acute jaun- 
dice, 20 of 34 with subacute jaundice, and in 3 of 7 patients with- 
out jaundice; and in 26 of 32 patients with anemia and 7 of 16 
patients without anemia. Stellar angioma as an early sign of 
liver cirrhosis may appear either alone in the aforementioned 
spots or in association with angioma in other areas of the body. 
Angiomas were observed more frequently and in greater num- 
ber in the advanced stages of the disease, in patients with ascites, 
gastrointestinal hemorrhage, jaundice, and anemia. In rare cases 
stellar angioma develops so extensively that it simulates the 
exanthema of scarlet fever. This type of angioma was observed 
in only 1 of the 57 cases. In this case the disease followed a 
rapid, fatal course. Hemorrhagic ascites, liver cirrhosis, and pri- 
mary multinodular cancer of the liver were observed at 
necropsy. 


Zentralblatt fiir Gynakologie, Leipzig 
74:1-48 (No. 1) 1952. Partial Index 


Neuroregulation of Ovary. K. Nordmeyer.—p. 2. 

Influence of Adrenal Cortex on Permeability of Placenta. R. Schuurmans 
—p. 20. 

Action of Vitamin E on Gonadotropic Effect of Anterior Lobe of Hypo- 
physis. W. von Massenbach and A. Stadtmiiller.—p. 25. 

Absorption of Sulfonamides by Pulmonary Surface After Inhalation 
H. Dieckmann.—p. 35. 

*Endometrial Hyperplasia and Uterine Carcinoma: Possible Cancerogenic 
Effect of Estrogenic Hormone. G, Winter.—p. 38. 


Possible Cancerogenic Effect of Estrogenic Hormone.—W inter 
feels that if the estrogenic hormones actually produce cancer 
in human subjects, carcinoma of the body of the uterus should 
be comparatively frequent in women who have received high 
doses of estrogenic hormones. His own inquiries on this point 
in women with uterine carcinoma disclosed no case in which 
there had been medication with excessive doses of estrogenic 
hormone. He then gives the history of a young woman, who, 
because of repeated amenorrhea, took large doses of estrogenic 
hormone over long periods. These excessive doses of hormones 
were followed by profuse and prolonged uterine bleeding. 
Curettage was performed and histological examination of the 
material obtained at curettage revealed carcinoma adenoma- 
tosum. However, because the patient was relatively young, 
uterine extirpation was postponed until further studies had been 
carried out. The studies suggested the presence of ordinary 
glandular hyperplasia, but at some sites the changes were such 
that carcinoma could be suspected. However, the further history 
of this patient did not support the diagnosis of carcinoma. The 
author concludes that caution is necessary in evaluation of ¢x- 
treme proliferation of the uterine mucosa. Changes suggestive 
of carcinoma have been observed with and without hormone 
medication. 
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Heart Disease. By Paul Dudley White, M.D., Executive Director, 
National Advisory Heart Council, Boston. Fourth edition. Cloth. $12. 
Pp. 1015, with 169 illustrations. The Macmillan Company, 60 Fifth Ave., 
New York 11, 1951. 


For the past 20 years White’s Heart Disease has been a 
standard text and reference book on heart disease. Even though 
it is only six years since the third edition, the many advances in 
the field have made it necessary for the author to make such 
extensive revisions that the book is to a large extent rewritten. 
As in previous editions, Dr. White has ‘done a thorough job in 
covering all phases of the subject. In order not to increase the 
size of the book, some of the older, well-established material has 
been condensed to give room for a discussion of recent advances 
on diagnosis and treatment. It is unfortunate that restrictions of 
space were imposed upon the author, because some important 
subjects seem to have received insufficient emphasis and dis- 
cussion. For instance, the physiology of congestive heart failure, 
indications and contraindications for mitral commissurotomy, 
and the pharmacology of drugs used in treatment of congestive 
heart failure have been treated in a somewhat sketchy manner. 
This is not a serious defect, however, because there is an exten- 
sive bibliography including many recent references. 

The book is well written and easy to read. An excellent chapter 
on the evolution of our knowledge of heart disease is placed at 
the beginning of the book. The rest of the book is divided into 
three sections: part 1 deals with the cardiovascular examinations 
and includes not only physical signs but electrocardiography, 
roentgenography, and newer techniques, such as ballistocardi- 
ography, angiocardiography, and cardiac catheterization; part 2 
deals with the various etiological types of heart diseases; and 
part 3 takes up the disorders of cardiovascular function. There 
are many well-chosen illustrations accompanying the text. 

This book is recommended as a textbook on heart disease for 
the medical student as well as a reference book for the practicing 
physician. 


I; for Medical Writing: A Useful Guide to Principles and Practice of 
Effective Scientific Writing and Illustration. By Edwin P. Jordan, M.D., 
and Willard C. Shepard. Cloth. $2.50. Pp.-112,° with 26 illustrations. 
W. B. Saunders Company, 218 W. Washington Sq., Philadelphia 5; 
7 Grape St., Shaftesbury Ave., London, W.C.2, 1952. 


This book provides information on the preparation for pub- 
lication of medical "manuscripts. The information is well pre- 
sented. To emphasize the necessity for rewriting, the senior 


author devotes entire chapters in the book to each of the follow- ° 


ing phases-of preparing a manuscript: the first draft, the first 
revision, the second revision, the -third-revision, the ‘beginning, 
and the end: Some writers ou not step at_three revisions to perfect 
their papers; even’so, it*is. arrazing how mistakes Still can appear 
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in the finished-product. The emphasis ‘on *tHiTs ‘method for prepar- - 


ing a medica manuscript is well taken. The paragraph on page 1 
on how to get ideas for a medical paper will interest those who 
would like to write for publication but are not sure what subject 
to write about. 

Dr. Jordan is rather skeptical of the use of footnotes in medi- 
cal manuscripts. It might have been helpful to inexperienced 


writers to have included on page 29 examples. of. the type of. - 


unnecessary footnote and of the type of footnote in which the 
information given should be included in the ‘body of the paper. 


The chapter ‘on ‘statistics, employed” in medical papers is ex- 


cellent and covers a subject td which medical writers could well 
give more study. 
The chapter on the preparation and- use of illustrations in 


medical manuscripts, which was written, by. Mr. Shepard, like- . 


Wise is excellent. 
The appendices include tables of international atomic weights 
and of temperature conversion from centigrade to fahrenheit 





The reviews here published have been prepared by competent authorities 
and do not represent a opinions, of , any official podies unjess *pesifically 
Stated, r 









and from fahrenheit to’ centigrade, lists of abbreviations and 
proofreaders’. marks and of useful equivalents of weights and 
measures, a table of x? probability scale, and references to books 
that may be useful to medical writers. 

This book will be very helpful to medical writers who an- 
ticipate publishing their manuscripts. 


Standard Nomenclature of Diseases and Operations. Richard J. Plunkett, 
M.D., Editor, and Adaline C. Hayden, R.R.L., Associate Editor. Fourth 
edition. Cloth. $8. Pp. 1034. Published for American Medical Association 
by Blakiston Company (division of Doubleday & Company, Inc.), 1012 
Walnut St., Philadelphia 5, 1952. 


Revision and publication of this edition of Standard Nomen- 
clature of Diseases and Operations was carried out as the result 
of a decision made at the Fifth National Conference on Medical 
Nomenclature, which was held under the auspices of the Ameri- 
can Medical Association in Chicago in June, 1948. The revision 
was carried out under the direction of an Editorial Advisory 
Board and editors appointed by the Board of Trustees of the 
American Medical Association. Twenty-three committees com- 
prised of 82 outstandingly qualified specialists participated in this 
revision. 

One of the changes i in this edition is the inclusion of the code 
numbers of the International Statistical Classification of Dis- 
eases, Injuries and Causes of Death parenthetically and in an 
appendix for cross reference to Standard numbers. The Inter- 
national List code numbers were included for use as a cross 
coding to Standard Nomenclature code numbers in the carrying 
out of large scale statistical surveys by associated hospital groups 
or by state, national, and international health or medical or- 
ganizations. The International List numbers are not intended 
in any way to replace the Standard code numbers for use in 
hospital records or as a substitution for Standard numbers in 
clinical research. 

In the fourth edition the section on eponyms, which appeared 
in the third edition, has been combined with the general disease 
index. The disease index and operations index have been placed 
consecutively in the back of the book immediately following the 
Nomenclature of Operations, and the Supplementary Terms lists, 
which previously appeared after several of the sections in the 
body of the book, have been groyped as a separate division of 
the book under section headings in which these terms most 
frequently occur. 

This edition also includes a thoroughgoing revision and change 
in manner of presentation of diagnoses appearing under the 
“Diseases of Psychobiologic Unit,” “Diseases of the Hemic and 
Lymphatic Systems,” and in category eight “New Growths.” 
Revision of these three sections were made cooperatively with 
interlocking committees representing respectively the American 
Psychiatric Association, the Committee for Clarification of the 
Nomenclature of Cells: and Diseases of the Blood and Blood 
Forming Organs, and for “New Growths” an over-all sponsoring 
group, which includes the American Cancer Society, American 
Society of Climical ‘Pathologists, Armed Forces Institute of 
Pathology, National Research Council’s Subcommittee on 
Oncology, U. S. Public. Health Service, and the U. S.: National 


Committee on Health and Vital Statistics. 


.In.order to avoid the necessity of extensive changes in hospital 
systems..already established,. revisions of other sections of the 
book were kept as much as possible to a minimum. Nevertheless, 
more: than 5,000 changes, which included additions, deletions, 
or corrections in diagnosis and coding, were made in this edition 
to cover needed consistency changes, and changes concerned 
with ‘newer scientific concepts and advances in knowledge since 
publication of. the, third.,edition in 1942. Because Standard 
Nomenclature is now used in more than 70% of the hospitals 
of the United States the changes in this revision, which represent 
changes in diagnostic terminology over the past 10 years, be- 
come essential for incorporation in hospital recording systems 
in order that records properly represent current scientific think- 


ing. 
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Modern Electrocardiography. Volume I: The P-Q-R-S-T-U Complex. By 
Eugene Lepeschkin, M.D., Assistant Professor of Experimental Medicine, 
University of Vermont College of Medicine, Burlington. Foreword by 
Frank N. Wilson, M.D., Professor of Medicine, University of Michigan 
Medical School, Ann Arbor. Cloth. $12. Pp. 598, with 91 illustrations. 
Williams & Wilkins Company, Mount Royal and Guilford Aves., Balti- 
more 2, 1951. 


This book, the first of two volumes by Lepeschkin, is writ- 
ten in the monumental style of Sir Thomas Lewis and of 
Wenckebach and Winterberg. It attempts to cover the literature 
from 1934 to May, 1950; almost 10,000 references are cited. 
This volume is concerned with the theory of the electrocardio- 
gram and its contour. The author, by virtue of his work in 
Russia, Austria, and the United States and his contacts with 
the Wilson school in the United States, is well equipped to bring 
together the literature of the last 16 years and to show the man- 
ner in which electrocardiography has altered since the days of 
Lewis and the Viennese school. His knowledge of foreign lan- 
guages makes him particularly adept for his task. His style ‘is 
Germanic, and the cross references are impressive. A spot-check, 
however, shows that there are some errors in reference. This 
is no more than can be expected, considering the scope of the 
task. It is also somewhat distracting to have the text so fre- 
quently interrupted by references to paragraph numbers and to 
original articles. This is not a book that can be read easily; it 
does not cater to the uninitiated. But it will be of service as a 
reference book to those who have some knowledge of electro- 
cardiography. The first section on the theory of the electro- 
cardiogram is particularly recommended, since it gives Lepesch- 
kin the opportunity to bring into prominence the most recent 
views of Wilson and hfs collaborators; however, Lepeschkin 
does not accept all their facts and points out some of the vari- 
ants that make the theory imperfect. Although various authori- 
ties are referred to throughout, the author takes a personal stand 
on many of the controversial issues. 

Study of this book will repay the reader. The clumsiness of the 
format, necessitated by the numerous cross-references, must be 
accepted because of the nature of the book. It should be used by 
any author attempting to write on the many facets of electro- 
cardiography, and it should be in the library of every serious 
student of electrocardiography. 


Klinische Electrokardiographie: Lehrbuch fiir Studierende und Arzte. 
By Dr. Max Holzmann. Second edition. Cloth. 69.60 marks. Pp. 652, 
with 302 illustrations. Georg Thieme., Diemershaldenstrasse 47, (14a) 
Stuttgart-O; [Grune & Stratton, Inc., 381 Fourth Ave., New York 16], 
1952. . 


In the second edition of his well-known textbook, the distin- 
guished European author, a pioneer in application of vectorial 
analysis to clinical electrocardiography, has achieved an excellent 
result by combining his own studies with those of investigators 
within and outside his country, including very recent ones. Many 
of the views presented in the first edition and now widely ac- 
cepted form again the basis for the development of the subject 
and are fortified by additional and convincing diagrammatic il- 
lustrations. The author has accepted the conventional technique 
and terminology of precordial leads and has dropped the concept 
of proximity potentials in favor of the spatial vector loop as the 
dominating factor in the genesis of the precordial electrocardio- 
gram. Several methods for determination of the origin and di- 
rection of instantaneous vectors are described, including a 
modification of Grant’s method. The statement that a correlation 
of anatomic and electrical position “is impossible from the 
standpoint of topographic anatomy” will upset some of the pro- 
ponents of the concept but nevertheless appears sound, especially 
in reference to the author’s illuminating diagrams explaining 
“electrical position” by simple vectorial projection upon various 
axes. And yet, the author does not believe that direct spatial 
vectorcardiography will, in the future, replace the present mul- 
tiple lead clinical electrocardiography. 

The abnormalities of the electrocardiogram are described in 
logical and systematic order and in clear and concise language. 
In dealing with coronary insufficiency, with and without myo- 
cardial infarction, the author continues to use his own terminol- 
ogy, which although not conventional is helpful in clarifying the 
presently somewhat confused topic. While the description of 








arrhythmias, including also more difficult ones, is very instruc. 
tive, a misleading statement (page 571) concerning the diagnosis 
of second degree S-A block has not been eliminated from the 
new edition. 

The illustrations, for which with a few exceptions the excellent 
plates of the first edition have been used, would warrant some 
amplification in view of the many additions to the text. Thus. 
the reader will miss a complete electrocardiogram of posterior 
wall infarction, including lead aVF, or of left heart strain in the 
“vertical position” and more illustrations of contour changes 
seen in hyperpotassemia and hypopotassemia. 

As a whole, the book can be recommended to any beginner 
as well as to the advanced student of electrocardiography. The 
American reader may look forward to the forthcoming English 
translation of this outstanding monograph. 


The Temporomandibular Joint. Edited by Bernard G. Sarant, MS. 
M.D., D.D.S., Professor and Head of Department of Oral and Maxillo- 
facial Surgery, College of Dentistry, University of Illinois, Chicago, 
Publication number 134, American Lecture Series, monograph in Ameri- 
can Lectures in Dentistry. Edited by Edward J. Ryan, B.S., D.D.S. Cloth. 
$4.75. Pp. 148, with 52 illustrations. Charles C Thomas, Publisher, 301-327 
E. Lawrence Ave., Springfield, Ill.; Blackwell Scientific Publications, Ltd. 
49 Broad St., Oxford, England; Ryerson Press, 299 Queen St., W.. 
Toronto 2B, 1951. 


This compact volume is a noteworthy example of the value 
of combining the knowledge of highly trained specialists whose 
attention has been focused upon an important physiological and 
anatomic structure such as the temporomandibular joint. As 
explained by the editor, much has been written in the past about 
this temporomandibular articulation and related structures, but 
some of the literature on the clinical aspect of the temporoman- 
dibular joint has been based upon misinformation, which has 
been handed down from one report to another. 

The editor of this small but important reference book is 
eminently suited to the task that he has undertaken. Besides 
being professor and head of the department of oral and maxillo- 
facial surgery in the College of Dentistry, Bernard G. Sarnat is 
clinical assistant professor in the department of surgery of the 
College of Medicine of the University of Illinois. There are five 
other internationally famous authorities who have contributed 
one or more chapters, and together these authors have accom- 
plished the purpose as expressed by the editor and have brought 
up-to-date the known facts about the anatomy, physiology, and 
pathology of the temporomandibular joint. In addition to this, 
the modern concepts of treatment of temporomandibular dis- 
orders have been adequately covered. 

The presentation of each subject has been scholarly, clearly, 
and concisely achieved. The printing in this book is excellent so 
that reading becomes easy, and the illustrations are well selected 
and beautifully reproduced. All physicians or dentists who may 
have occasion to treat any injury to, or disease of, the temporo- 
mandibular joint or adjacent structures, as well as teachers of 
anatomy and pathology, will find this book of value and will no 
doubt wish to recommend it to their students. 


Electrocardiographic Studies in Normal Infants and Children. By Robert 
F. Ziegler, M.D., Associate in Cardiology in charge of Section of Pedi- 
atric Cardiology, Henry Ford Hospital, Detroit. Cloth. $10.50. Pp. 207, 
with illustrations. Charles C Thomas, Publisher, 301-327 E. Lawrence Ave. 
Springfield, Ill.; Blackwell Scientific Publications, Ltd., 49 Broad St. 
Oxford, England; Ryerson Press, 299 Queen St., W., Toronto 2B, 1951. 


The author made extensive studies on 635 subjects varying in 
age from 15 minutes to 16 years; the usual bipolar and unipola: 
leads being used. Normal standards, for each of the deflection 
and intervals in the various leads, were established for this age 
group. These are presented by means of 33 tables, 43 illustrations 
(electrocardiograms), and an appendix (62 pages) of statistical 
data that can be understood and used by the average clinician. 

The method of presentation helps one to visualize the pro- 
gression of changes through infancy and childhood. Information 
is included regarding the changing ratio of the mass of the right 
as compared with that of the left ventricle during growth and 
development and for the accurate determination of abnormal 
degrees of ventricular enlargement at all ages. 


J.A.M.A., May 17, 1952 
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There is a simple discussion of fundamental principles and 
current concepts of electrocardiography. An adequate review of 
the literature, a carefully selected bibliography at the end of each 
chapter and a good index are included. The format is excellent. 
Pediatricians and cardiologists should not overlook this funda- 
mental contribution to our knowledge. 


The Thyroid. By Thomas Hodge McGavack, B.A., M.D., F.A.C.P., 
Professor of Clinical Medicine, New York Medical College, New York. 
With Section on Surgery by James M. Winfield, B.A., M.D., F.A.C.S., 
Professor and Director of Surgery, New York Medical College, and 
Walter L. Mersheimer, B.S., M.D., F.A.C.A., Associate Professor of Sur- 
gery, New York Medical College, and Section on History by Dorothy B. 
Spear, Ph.B., and Thomas Hodge McGavack. Cloth. $13.50. Pp. 646, 
with 69 illustrations. C. V. Mosby Company, 3207 Washington Blvd., 
St. Louis 3, 1951. 


No endocrine gland has been subjected to more fruitful study 
during recent years than the thyroid. The availability of radio- 
active iodine, in particular, has stimulated numerous studies, 
which have added immensely to our knowledge of this gland. 
Although primarily of general physiological interest, these re- 
cent studies have clinical importance, since they throw light on 
many aspects of thyroid disorders. Dr. McGavack and his col- 
laborators have done an excellent job in collecting the extant 
data on the thyroid and applying this information to clinical 
problems. The monograph is complete in its coverage, well writ- 
ten, and documented with many references to the literature. It 
can be recommended to the reader desirous of a résumé of recent 
work in the field. 


Menders of the Maimed: The Anatomical & Physiological Principies 
Underlying the Treatment of Injuries to Muscles, Nerves, Bones, & Joints. 
By Sir Arthur Keith, M.D., F.R.C.S., LL.D. [Originally published in 
1919 by Joint Committee of Henry Frowde and Hodder & Stoughton, 17 
Warwick Square, London, E.C.4. Limited edition. Cloth. $10. Pp. 335, 
with 7 illustrations. J. B. Lippincott & Co. [by arrangement with Oxford 
University Press], 227-231 S. Sixth St., Philadelphia 5, [1952]. 


First published by Henry Frowde (Oxford University Press) 
in 1919, this successful book by a famous English scientist has 
long been out of print, and even single copies have become hard 
to find. To meet the present need in this country, this limited 
edition has been reproduced in photographic facsimile and so 
skilfully executed that it is not possible to distinguish it from an 
original printing. 

The 20 chapters are based on a score of lectures by the author 
that incorporate the many advances made in World War I. They 
were designed, as the subtitle of the book indicates, to illuminate 
the principles of orthopedic treatment with the light shed by the 
men, mostly British, who achieved much in this field. The book, 
therefore, has value for other persons than the reader of medical 
history, a value incidentaliy that would be considerably increased 
if one more chapter could have been added to include the new 
lessons of the past 30 years with experiences of World War II. 
But the reader will be satisfied with the rich content of the 
volume as it stands. 


The Psychoanalytic Study of the Child. Volume VI. Managing editors: 
Ruth §. Eissler, M.D., and others. Editorial board, United States: Ruth S. 
Eissler, and others. Editorial board, Great Britain: Anna Freud, and 
others. Cloth. $7.50. Pp. 398. International Universities Press, Inc., 227 
W. 13th St., New York 11, 1951. 


This is the sixth volume of an annual series, the purpose of 
which is to present outstanding articles on recent psychoanalytic 
studies of children that are of interest to child analysts. The 
papers in the section on child development resulted from a two 
day discussion meeting in April, 1950, held under the auspices 
of the Austen Riggs Foundation in Stockbridge, Mass. 

Twenty-two papers are included in this collection, which covers 
the general fields of child development, problems of masturba- 
tion, problems of early childhood, the latency period, and prob- 
lems of adolescence. Some of the articles are statistical studies, 
and others are case presentations and discussions of techniques 
in the handling of children, individually or in groups. The 
papers, for the most part, are of interest only to psychoanalysts, 
although, some of them can be profitably read by pediatricians 
and physicians. Most of the contributors are known leaders in 
the field of child analysis. 
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Roentgen Examinations in Acute Abdominal Diseases. By J. Frimann- 
Dahl, M.D., Ph.D., Chief of Roentgen Department, Ulleval Hospital, 
Oslo, Norway. Cloth. $10.50. Pp. 323, with 305 illustrations. Charles C 
Thomas, Publisher, 301-327 E. Lawrence Ave., Springfield Ill.; Blackwell 
Scientific Publications, Ltd., 49 Broad St., Oxford, England; Ryerson 
Press, 299 Queen St., W., Toronto 2B, 1951. 


This book will appeal to all persons interested in abdominal 
diagnosis. Internists and surgeons as well as roentgenologists will 
profit from its pages. Hospital residents and interns will find it 
invaluable. 

Intelligent use of roentgen findings combined with careful 
clinical evaluation will speed the diagnosis in many cases with 
acute onset, and all physicians should be familiar with normal 
and abnormal roentgen signs. The author states that, since the 
introduction of the roentgen examination, the death rate from 
bowel obstruction in his own clinic has dropped from nearly 
50% to approximately 10%. Correct and early diagnosis as well 
as improved surgical treatment must take the credit. 

The volume includes techniques of examination, normal find- 
ings and variations, and detailed descriptions of abnormalities. 
Illustrations are excellent and numerous. Many schematic draw- 
ings supplement the roentgenograms and make understanding 
easy. The text is well written, explanations are simple and to the 
point, and the index is adequate. Proper positioning of the 
patient is described, and the author emphasizes the need for 
using more than one position in studying the distribution of gas 
and fluid shadows. 

Among conditions discussed are obstruction of the digestive 
tract, paralytic ileus, acute regional enteritis, inflammatory 
lesions of the appendix, gallbladder, and pancreas, perforated 
peptic ulcer, peritonitis, gynecologic lesions, lesions of the 
urinary tract, and pararenal and perirenal inflammations. There 
is also a chapter on roentgen examination in abdominal trauma. 

This book can be highly recommended. 


Atlas of Gynecologic Pathology: Color Film Library and Descriptive 
Manual. By Anthony V. Postoloff, M.D., Pathologist and Director of 
Laboratories, Millard Fillmore Hospital, Buffalo, N. Y., and David H. 
Nichols, M.D., Captain, Medical Corps, United States Air Force. Cloth. 
$80. Pp. 74, with 100 separate colored slides. Williams & Wilkins Com- 
pany, Mount Royal and Guilford Aves., Baltimore 2, 1952. 


This is an unusual type of book. It is long and narrow and 
contains relatively few pages; however, the main part of the book 
is a series of colored slides of which about half are illustrations 
of gross specimens and half are photomicrographs. The two 
Kodachrome slides that were sent with the review copy are 
beautiful, clear, and instructive. The book is divided into seven 
chapters that concern diseases of the cervix, of the endometrium, 
of the myometrium, and of the fallopian tubes, and benign 
tumors, primary malignant tumors, and secondary malignant 
lesions of the ovary. The text explains the gross and microscopic 
appearance of practically all the pathological lesions observed 
in gynecology. The colored slides illustrate every pathological 
entity described in the text. The cost of the book is high, but, as 
is well known, Kodachrome slides are expensive. Such an atlas 
will prove invaluable in hospitals for interns and residents, in 
small medical schools that lack such a valuable and instructive 
collection of colored slides, for pathologists with a limited 
knowledge of gynecologic pathology, and also for gynecologists 
who are interested in pathology. The authors are to be con- 
gratulated on their idea and their accomplishment, and the 
publishers also are to be cOmmended for courage in carrying 
out such a project. 


Physiology and Pharmacology for Pharmaceutical Students. By Harold 
Hayden Barber, B.Sc., Ph.D., F.R.I.C. Third edition. Cloth. $6.50. Pp. 
622, with 185 illustrations. Williams & Wilkins Company, Mount Royal 
and Guilford Aves., Baltimore 2, 1951. 


While written specifically for pharmacy students, this book 
offers an excellent summary of the essentials of human physiol- 
ogy. Only a brief portion of the text is devoted to pharmacology, 
discussion being largely restricted to a résumé of the physiologi- 
cal action of some typical drugs. The chapter on quantitative 
pharmacology places emphasis on the determination of toxicity 
of therapeutic substances. The concluding chapter is devoted to 
directions for the preparation of laboratory reagents and should 
serve as a useful reference for laboratory instructors. 











HYPERTENSION IN THE AGED 


To THE Epitor:—/ am 83 years old and have never had a sys- 
tolic blood pressure over 140 mm. Hg. Last March I had 
an attack of coronary thrombosis. Treatment included bed 
rest in a hospital for a month, two blood transfusions, oxygen 
for two days, papaverine hydrochloride, 0.78 gm. (12 grains) 
a day, and bishydroxycoumarin (dicumaro[®). I am now con- 
valescing and am able to drive my car for short trips. Re- 
cently, my blood pressure was 180/90 mm. Hg. I was placed 
on a salt-free diet, and one package of “carbo-resin” to be 
taken three times a day and a tablet, to be taken three times a 
day, containing veratrum viride, 100 mg., mannitol hexani- 
trate, 30 mg., rutin, 20 mg., and phenobarbital, 15 mg., 
were prescribed for me. An abstract in THE JOURNAL (147:191 
[Sept. 8] 1951) described a treatment for malignant hyper- 
tension that included veratrum viride and hexamethonium 
iodide. I do not consider my case serious enough to warrant 
adopting this treatment. What is your opinion? 

M.D., Wisconsin. 


















ANSWER.—Evidently, your convalescence from the attack of 
coronary thrombosis has been satisfactory. A blood pressure 
reading of 180 mm. Hg is not unusual at your age; your con- 
dition is essentially systolic hypertension, depending, in part, 
on arteriosclerosis rather than on serious hypertension. Aside 
from mild measures of therapy, such as a diet somewhat low in 
salt, and using common sense no particular treatment is needed. 
Generally, a salt-free diet, “carbo-resin,” and veratrum and its 
derivatives are reserved for more serious cases of hypertension. 













MICROCEPHALY 

To THE Epitor:—A 2-month-old girl weighing 11 lb. (5 kg.) 
has a head only 14% in. (37.47 cm.) in circumference and an 
anterior fontanel less than 2 in. (1.27 cm.) in diameter. She 
has regurgitated after each feeding but coos and has good 
head control. Her parents and three siblings have heads 
slightly above average size and are of superior intelligence. 
Is this a case of microcephaly or premature calcification? 
Would it be advisable to discontinue giving vitamin D in the 
hope of delaying closure of the fontanel? 

M.D., California. 










ANSWER.—At birth, the average head circumference of girls 
is 13% in. (34.29 cm.); at one month, it is 14% in. (37.8 cm.); 
and, at two months, it is 15% in. (40.01 cm.). The average weight 
at two months is 10% Ib. (4.73 kg.), therefore, this baby’s 
weight is slightly above average, and her head circumference 
is a little smaller than average. This single measurement, how- 
ever, does not indicate microcephaly or premature calcifica- 
tion of the skull. The circumference of the chest should also 
be measured and compared with the circumference of the 
head. Normally, the head circumference remains larger than 
the chest circumference until the 12th to the 18th month, and, 
thereafter, the chest circumference is greater than the head 
measurement. Until this comparison is made, no abnormality 
can be determined from a single measurement. In the case in 
question, even if the head circumference proved less than the 
chest circumference at two months, it would not be advisable 
to discontinue giving vitamin D in the hope of delaying closure 
of the fontanel. This procedure would only produce rickets. The 
circumference of the head is dependent on the growth of the 
brain, and, if for any reason brain growth is retarded, the head 
will become smaller or microcephalic, and the fontanel will close 
prematurely. At present, there are no well-tested therapeutic 
measures for retarded growth of an infant’s brain. 























The answers here published have been prepared by competent authorities. 
They do not, however, represent the opinions of any official bodies unless 
specifically stated in the reply. Anonymous communications and queries on 
postal cards cannot be answered. Every letter must contain the writer’s 
name and address, but these will be omitted on request. 
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J.A.M.A., May 17, 195) 


IDENTIFICATION OF FUNGI 


To THE Eprror:—What special tests are available to determine 
Candida (Monilia) or Leptothrix infections of the vagina and 
vulva? There is said to be a quick clinical test for use on 
ambulant patients, in which a-hanging drop preparation js 
made and immediately examined by microscope. 


M.D., Germany. 


ANSWER.—An improved method for staining Candida and 
other fungi in material from the skin and mucous membranes 
has been recently described by Klingman, Pillsbury, and Mescon 
(J. A. M. A. 146:1563-1565 [Aug. 25] 1951). The only way 
to accurately identify a pathogenic Candida organism, however, 
is to cultivate it and observe its growth st-ucture or inject it 
into animals. A slide culture for the identification of Candida 
albicans has recently been described by Fusillo, Learnad, and 
Dozier (Am. J. Clin Path. 22:83-85 [Jan.] 1952). This method 
has not displaced the standard method of cultures on plates. In 
the office, one may make the diagnosis by means of a fresh drop 
of vaginal secretion well mixed with an equal amount of 10% 
sodium hydroxide. Examination of this fresh preparation under 
the microscope will show the mycelia in many instances. 


PROCAINE AND ALLERGY 


To THE Epitor:—Please discuss the oral use of procaine and as- 
corbic acid in treating allergic conditions. I should like to know 
the dosage for both adults and children, especially for asthma, 
hay fever, and urticaria. Have there been any toxic reactions 
reported from the oral use of procaine? Would you recom- 
mend the routine use of procaine and ascorbic acid with peni- 
cillin and antitoxin therapy? M.D., Tennessee. 


ANSWER.—Other drugs are more effective than procaine in 
treating allergies. The effect of procaine on allergic reactions is 
not proved, and it is not known how often toxic reactions occur, 
as the drug has not been used enough to verify its results. Re- 
cently, Schapiro and Sadove (Ann. Allergy 8:85, 1950), described 
a case in which procaine hydrochloride taken orally, in doses of 
10 grains (0.60 gm.) four times a day, was effective. In spite of 
good results obtained in this case, it must be recognized that in 
asthma many factors can modify the symptoms, and it is neces- 
sary to be skeptical about a new remedy, especially if the reason 
for its use is so obscure. The routine use of procaine cannot be 
recommended at this time. Ascorbic acid is not only the anti- 
scorbutic vitamin C, but it is also a reducing agent. Some years 
ago, it was said it could counteract allergic symptoms, but the 
reports on this are still controversial. Ascorbic acid is not toxic, 
even in doses as large as 3.0 to 5.0 gm. a day. It does not affect 
the symptoms in any regular way. There is no evidence that it 
can prevent systemic, serum disease-like reactions that are some- 
times caused by penicillin or antitoxin. 


ANOREXIA NERVOSA 


To THE Epitor:—A 4-year-old girl sleeps and plays normally 
but does not want to eat; two or three glasses of milk a day 
satisfy her. She complains of stomach pain. Roentgenograms 
of the chest and abdomen are normal. She has not lost weight, 
but she is extremely nervous. 

J. M. Martin, M.D., Anna, Ill. 


ANSWER.—This child has the symptoms of anorexia nervosa. 
This condition does not usually occur in early infancy, but com- 
monly first becomes manifest in children from three to five 
years of age. In this age period the child is characteristically 
negativistic, and efforts to force him to eat bring forth a stub- 
born response. This is often accompanied by a strong nervous 
element, and such a child is usually more highstrung than phleg- 
matic. Transitory periods of poor appetite are not rare in child- 
hood, and should food be forced at such a time a chronic 
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feeding problem may develop. Many children develop poor feed- 
ing habits as a means of gaining attention; combining poor 
appetite with forced vomiting, they may become little tyrants 
and dominate the home. As this habit usually develops at the 
time when the child is losing infantile chubbiness and is acquir- 
ing the more linear physique of childhood, the parents often 
fear that malnutrition is setting in. 

The introspective or day-dreaming child often dawdles over 
his food, while the extrovert may be so active that he devotes 
little time to eating. Management of these cases consists of re- 
moving environmental factors that are likely to induce anxiety 
or tension in the child. If the parents are unable to assume an 
attitude of unconcern, the difficulty may often be surmounted 
by placing the child in the care of a calm relative or stranger 
who will not be intimidated; this is true particularly in cases in 
which the child is attempting to dominate the parents. When 
there is a considerable nervous factor, a mild bromide or barbi- 
turate sedative, or a combination of the two, may overcome it 
and the anorexia. Vitamin B preparations have been tried; how- 
ever, aS with other so-called tonics, their specificity is doubtful. 
Time and patience are usually the greatest aids in overcoming 
this problem. 


ADRENAL HEMORRHAGE IN THE NEWBORN 


To THE Eptror:—Please discuss possible causes of bilateral 
adrenal hemorrhages in a 9 lb. stillborn child. 
M.D., New York. 


ANSWER.—The usual cause of adrenal hemorrhages is trauma 
during delivery. Edith L. Potter, in “Pathology of the Fetus and 
the Newborn,” Year Book Publishers, Chicago, 1952, says, “The 
statement made by some investigators that the adrenal gland 
of the newborn is always hemorrhagic is not correct, and hemor- 
rhage into the adrenal is actually uncommon. When hemorrhage 
does occur it begins in the central part of the gland and gen- 
erally spreads to involve the entire structure. An accumulation 
of as much as 30-40 cc. may remain in the capsule. With larger 
hemorrhages the capsule generally ruptures and the escape of 
blood into the surrounding connective tissue produces perirenal 
hemorrhage. Such hemorrhage is often unilateral, although 
occasionally both glands are involved. 

“The mechanism producing adrenal hemorrhage has never 
been satisfactorily explained, although it is most often seen in in- 
fants delivered from a breech position and it is generally thought 
to be a result of trauma inflicted on the fetal abdomen during de- 
livery of the head. It is rarely accompanied by bleeding in other 
areas and there is no indication that lowered prothrombin is re- 
sponsible. The cause of death in infants with such hemorrhage 
is not clear, especially when only one gland is involved, since 
insufficient blood is lost to cause death from exsanguination. It 
has been suggested that destruction of an adrenal gland is re- 
sponsible for shock to which the infant succumbs. It is possible 
that, when a single gland is involved, the finding is coincidental 
and not related to death even though no other explanation for 
death can be found. In older infants calcified areas which are a 
result of earlier hematomas may distend the central portion of 
the gland, thus giving evidence that all adrenal hemorrhages are 
not fatal.” 


CHRONIC EXPOSURE TO NITROGLYCERIN 


To THE Epiror:—We see patients who are employed at the 
Badger Ordnance Works and who handle glyceryl trinitrate 
(nitroglycerin). They complain of menstrual disturbances, 
especially missed periods. There have been a few skin rashes. 
Some of the men have complained of peculiar sensations in 
the penis. Can you give me information on the cutaneous and 
systemic effects of chronic exposure to and handling of 
glyceryl trinitrate? OQ, V, Pawlisch, M.D., Reedsburg, Wis. 


ANSWER.—Glyceryl trinitrate is a direct irritant to the skin 
and more so to the mucous membranes. Like mercury fulminate, 
another explosive, it has a way of working in under the nails, 
with destructive results. Otherwise, it leads to skin drying and 
ulceration, notably of the palms. Handling of the male genitalia 
with contaminated fingers could lead to penile irritation. Glyceryl 
trinitrate is readily absorbed through the skin with ensuing con- 
Stitutional effects. The characteristic feature of systemic involve- 
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ment, whatever the portal of entry, is headache. In the absence 
of headaches, other constitutional characteristics may be 
doubted. Diarrhea as a manifestation of enteritis is common, 
otherwise the disturbances are those associated with low blood 
pressure. Menstrual disorders may not be characteristic but are 
possibly caused by low blood pressure. 


TRICHOMONAS VAGINALIS 

To THE Epiror:—My patient is a normal, healthy woman, aged 
39, and mother of two children. Two months after the birth 
of her second child, in 1943, there was a marked vaginal 
discharge, and numerous trichomonas were present. Previous 
cautery had been done. No cervical erosion was present. 
Among the recent treatments used have been acetylamino- 
Phenol arsenic acid (stovarsol®) powder, vaginal insufflation 
with acid douches, injection of the walls of the vagina with 
penicillin, and insufflations of argyrol® (mild silver protein), 
kaolin, and beta-lactose. Stool and urinalysis show no tri- 
chomonas. I have successfully treated many of these cases, 
but this one seems to defy all my methods. 

Edna F. Patterson, M.D., Sanitarium, Calif. 


ANSWER.—Frequently Trichomonas vaginalis vaginitis is diffi- 
cult to cure. In the patient herself, among the sources of rein- 
fection are Skene’s ducts, Bartholin’s glands, the cervix, the 
urine, and, perhaps, the rectum. In rare instances a bed pan or 
an enema tube may harbor trichomonas. Occasionally the hus- 
band is a source of reinfection, and smears should be made from 
under the prepuce, and the bladder should be studied for 
trichomonas, both with and without prostatic massage. 

A matter of great importance is the cleansing of the anus 
after a bowel movement. Patients should be instructed to use a 
sweeping motion directed away from the vagina and toward the 
sacrum. The significance of this method of cleansing the anal 
region should be impressed on the patient, even though the in- 
testinal type of trichomonas differs from the vaginal type. 

A drug which has given satisfactory results in some refractory 
cases is aureomycin applied locally in the form of powder and 
capsules; however, some women have pruritus vulvae and 
pruritus ani as a result of this form of medication. 


HUMIDIFICATION OF OXYGEN 

To THE Epiror:—Please comment on the advisability of 
humidifying oxygen, bubbling it through water, prior to using 
it therapeutically by mask or nasal catheter. An anesthesi- 
ologist has suggested that oxygen is already humidified enough 
and that humidification is unnecessary. Would you advise 
routine use of humidifiers? Are there any studies on the 
alveolar or arterial oxygen concentrations that occur after the 
use of a rubber or glass funnel near, but not totally covering, 
the face of the newborn infant? M.D., California. 


ANSWER.—Humidification of oxygen by using the usual mask 
is not routinely necessary, because the nasal mucous membranes 
can moisten gases in the normal way. In damp climates, it has 
been found that use of a water bottle or moistening a reservoir 
bag adds to the patient’s comfort, particularly at the beginning 
of therapy. It has been noted, in some localities, that oxygen 
therapy is unduly drying during wet seasons but comfortable 
during dry seasons. A nasal catheter should always be used with 
the water bottle, because the usual moistening membranes can- 
not act on the oxygen supplied, and the dry oxygen continuously 
impinges on a small area. (Tank oxygen contains no water vapor 
for practical purposes.) 

When no drying effect is desired (in softening or preventing 
tenacious secretions), a water bottle, although he!pful, is ineffec- 
tive compared to nebulization of water directly into the mask 
to supply water in colloidal particles as well as vapor to obviate 
the necessity of the addition of water vapor when gases are 
heated to body temperature in respiratory passageways. A glass 
funnel held four inches from the face is ineffective in raising 
alveolar oxygen partial pressure, but, held against the face it 
is as effective as a nasal catheter but less effective than a well- 
used mask. 


REFERENCE: 
Campbell, A., and Poulton, E. P.: Oxygen and Carbon Dioxide 
Therapy, London, Oxford University Press, 1934, p. 124. 
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WATERHOUSE-FRIDERICHSEN SYNDROME 


To THE Epitor:—On a Saturday morning at 11 o’clock an 
8-month-old baby girl was given the third shot of diphtheria, 
pertussis, and tetanus antigens. In the afternoon, she became 
irritable and by 10 p. m. had a fever. At one o’clock the 
following morning, her fever was worse, she had a choking 
reaction, and purpuric spots began to appear. The parents 
rushed her to me, but she died on the way. When I saw her, 
her body was covered with purpuric spots, and her fingers 
were claw-like and spastic, in spite of the fact that rigor mortis 
had not set in. At autopsy, the only pathological conditions 
observed were a Slightly enlarged thymus and hemorrhagic 
adrenal glands. Could this condition have been a Waterhouse- 
Friderichsen syndrome? A differential white blood cell count 
revealed only 2.5% polymorphonuclear leukocytes, the re- 
mainder being lymphocytes and monocytes. Could this have 
been due to anaphylaxis? I have used the same combination 
of diphtheria, pertussis, and tetanus antigens on other children 
and have had no bad results. Do you think these antigens 
could have caused this condition? 


Louis M. Pavletich, M.D., Raton, N. Mex. 






















ANSWER.—If the triple antigens had not been given one would 
feel justified, on considering the available evidence, in conclud- 
ing that death was due to the Waterhouse-Friderichsen syn- 
drome. A positive blood culture for meningococci should con- 
firm that diagnosis. In this unusual case, there is a slight possi- 
bility that there was sufficient shock from the immunizing agents 
to precipitate the Waterhouse-Friderichsen syndrome in the 
child, if she had a meningococcic infection without clinical signs 
at the time of the injection; however, it is probable that the 
administration of the antigens played no part in the fatal termi- 
nation. The details reported indicate that a diagnosis of ana- 
phylaxis as the cause of death should be accepted only with the 
utmost reluctance. It seems almost certain that the immuniza- 
tion injection was purely coincidental to the cause of death. 















BODY ODORS AND ETHYLENE GLYCOL 

To THE Epiror:—We are altering two dining rooms, each having 
facilities for about 700 patients, whose mental levels vary 
from idiot to normal. About one-fifth of the patients are epi- 
leptic. The architect has advised that ethylene glycol be dif- 
fused through the ventilating equipment. He indicated that a 
small school project completed some time ago utilized this 
chemical with resultant decrease in the incidence of common 
colds. Would ethylene glycol be effective in deodorizing these 
rooms? We would appreciate comments. 


Neil A. Dayton, M.D., Mansfield Depot, Conn. 














ANSWER.—Ethylene glycol would not be effective in deodoriz- 
ing rooms because of body odors of the inhabitants. As for using 
ethylene glycol diffused into the air for disinfecting purposes, 
published studies show that the incidence of airborne organisms 
that cause infection can be reduced under experimental condi- 
tions; however, the presence of glycol vapor in a space controls 
spread of disease only within that space and confers no protection 
to a person exposed in other areas. Thus, a person may move 
from a protected area to another room and there be exposed 
to infectious organisms. Evidence to show that ethylene glycol 
vapor is an effective agent for disinfecting air in homes, offices, 
schools, barracks, factories, or places of public congregation is 
not yet conclusive. 



















INFLUENZA PROPHYLAXIS 
To THE Epitor:—Are prophylactic injections against influenza 
and common colds in general use? Do they produce immunity? 
If so, what products are used? 
W. P. Bope, M.D., Decatur, Mich. 









ANSWER.—Vaccine for active immunization to influenza is not 
in general use. There are two types, A and B, of virus of in- 
fluenza. Each of these types has a number of strains, all of 
which do not cause the same antigenic response; therefore, dur- 
ing an outbreak of influenza, it would be necessary to determine 
the strain of virus responsible before an appropriate vaccine 
could be prepared. With a suitable vaccine, any immunity that 









can be established is comparatively brief. Much work has been 
done, but it is largely of an experimental nature (Prophylaxis of 
Influenza, editorial, J. A. M. A. 148:554 [Feb. 16] 1952). 


PERIODIC RETROBULBAR PAIN 


To THE Epitor:—A 32-year-old woman suffers almost daily 
from an excruciating pain behind the left eye, often with hemi- 
crania. The only positive finding is a vasomotor rhinitis, which 
is so severe that the left turbinates block the left airway al- 
most constantly. Neurological examination, including electro- 
encephalograms and ophthalmologic examinations are normal. 
There is premenstrual tension, which aggravates the retro- 
bulbar pain and headache, but this is being controlled by 
estrogens. Suggestions as to cause or treatment will be 
appreciated. 


Milton I. Steckler, M.D., Los Angeles. 


ANSWER.—In view of the absence of neurological and oph- 
thalmologic findings, further investigation of the nasal and sinus 
status is indicated. A roentgenogram, cytological examination of 
the nasal secretions, and skin tests could contribute additional 
evidence to explain the basis for an underlying nasal allergy. 
Infraction of the middle turbinate is sometimes helpful when the 
middle turbinate impinges on the lateral nasal wall in such a 
manner as to interfere with sinus drainage. Among other pos- 
sible causes to be considered are migraine, histamine headache, 
psychogenic headache, and some of the atypical facial neuralgias. 


TUBERCULOSIS PATIENTS IN GENERAL HOSPITALS 

To THE Epitor:—/n THE JouRNAL (147:1090 [Nov. 10] 1951), the 
answer concerning tuberculosis patients in general hospitals 
misses the important point. What was said covers the isolation 
technique adequately, but the important point is the fact that 
a large number of patients with unknown cases of active 
tuberculosis are admitted to general hospitals (three to four 
times as many as are known). These patients have all sorts of 
ailments along with pulmonary tuberculosis, or they may have 
tuberculosis that is masquerading as another disease. In a 
general hospital, these patients with unknown cases of active 
tuberculosis are a much greater source of infection for hospital 
personnel and other patients than is the occasional patient 
with a known case for whom the precautions you have so well 
enumerated are taken. 

The only way to guard against these unknown cases is to 
have routine hospital admission roentgen examinations taken 
of every patient. Photoroentgenography is both accurate and 
inexpensive. lf roentgen interpretation of pulmonary disease, 
possibly tuberculosis, is incorporated in the patient’s chart, 
the doctor will be able to take the proper isolation precautions. 
It is incumbent on the doctor to do so to protect the hospital 
personnel and other patients. An important extra dividend of 
routine roentgenography for all new patients is the early 
discovery of patients with unknown cases of tuberculosis, 
whose period of illness is thereby made shorter and easier. 
For a general hospital, the combination of routine admission 
chest roentgenography plus adequate isolation precautions 
for patients with suspicious and known cases is the procedure 
of choice. C. Gerald Scarborough, M.D., 

Medico-Dental Building, 
San Jose 20, Calif. 


DEATH OF RABBITS AFTER PREGNANCY TEST 


To THE Epiror:—Z/n your answer to an inquiry concerning th: 
death of rabbits after pregnancy test in THE JOURNAL (148:327 
[Jan. 26] 1952), nothing is said about deletion of all medica- 
tion for 48 to 72 hours before collection of the specimen. Any 
medication means not only medicaments prescribed but all 
that is taken by the patient without medical advice. It has 
been our experience that if patients are instructed to take no 
medication, when previous specimens killed the rabbit, fatali- 
ties do not occur, particularly if serum is used. 

Claude P. Brown, M.D. 
1930 Chestnut St., 
Philadelphia 3. 


J.A.M.A., May 17, 1952 

















